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A I)FT V= NVREFERTHD [ FT7=/] (CASN0.224049-04-1) (=
T AR RRBR IR A RO R R R R R ANG & T L 7=,

REAG AL U 72 AR BR AR AR 1. B R NES (T v b)) L IR NES OKFE) .
TEEEAG, KPiEm, LB, EYWERYE. 2EE (Zy ) | maEE
(7 v M JOA X) | Ix PEEME (7 v RO X) | BRAME (Fy RED~D
2) . 2 WMREBEEME (v b)) o BEFEME (7Y NEROUHX) | Blamihi
BT 5

EHBERBRERND, AV F T2V BT DB TICH., AR O ik
IZFBO BTz, B AME, BIRRRIC T 28, BT BELOCEBEHEEITRED O
R o 17,

KR O NT-EEEEOR/IMEIL. 7 v MEAWE 1 FEEEERERO 2.83
mg/kgRE/H ThH -7 Z LD ZNERHLE LT 2424530100 T L 72 0.028 mg/kg
K/ H % — BEEEFAE (ADD L3E L,



I. it REFEOBE
1. A%
A

2. EHESD—HRA
me A FT =)L
P54, isotianil (ISO 44)

3. LE#
TUPAC
it 34w r7ma-2-v7 /-1.2-F7 Y — /-5 FNRFxHh =V K
g4, o 3,4-dichloro-2’-cyano-1,2-thiazole-5-carboxanilide

CAS (No.224049-04-1)
M4 84-2 7 au-N(Q2->T7 ) 7 == )V)-5A JVFT V=)L HLRFHI R
4, - 3,4-dichloro- N*(2-cyanophenyl) -5-isothiazolecarboxamide

4. HFR 5. #FE
C11H5CLINsOS 298.15
6. #EEX
Cl Cl
T\ H (M
N. N
S
O

7. HREOEE
AVTFT=E, RAY RSt (B Sf ey A= X AG) 128D
BRI SNTeA VY F 7T — L REEATH Y | T BIRICHHBRIR RS, AFNE,
AR AT D EEEPIEER T2 <. B HDFF OV BIFEITTT 5 BiiRe
EHALT 2HHK] (77 N7V F_X—%) Thh,
2008 I TFE AR L 0 RIEERHEAIC IS < BB HEE GOl - Kfm) 23
REINTVND,



I. REHIZHRLIHABROHME

EFEMABR[I. 1~4113. A VTFT=LDA IF T —)ILERD 3 (NDRFEKL NS
IWR=)VIRZFE R 1UC TEFHR LB O (iso-4ClA VFT=)V) | 7= LVHEDRFZES
)2 UC TEGER L= b D ([phe-¥CloA Y FT7 =) KA VF T =LORHH M1
DA VFT I —NVEBRD 3 MDRFR NI H VR =)ViRFEE UC TEFKELZHO

(14C-M1) ZHWTHEEShi-,

FOFRETR B K OIS (X FFIZIT 0 D3 WGB3 A YV T 7 = VITHE L=, R
W1 53 SRR S ORI ZE AR TR 1 LN 2 lR ST 5,

1. EVPMARERAER
(1) RN
QL TNESS
AR FPHEIERER (1. (4) @] &£ 0 15 5 72 IR L OEH FRHEIEEE & OV — 7 AV
BEDOAFH LV . (ENIRIE 72.5~85.9% L R &=, (&R 3)

@mAiREHR

Wistar 7 v & (—BElERER- 4 PT) (12, [iso-14ClA ¥ F7 =)V E 7= id[phe-14Cl1
FT7 =%, 4mgkg KE (LLF, [1.JicBWT MEA&E] Wvw9H, ) £7215200
mg/kg RE (LLF, [1.1I2BWT MEME] &), ) THEREOKLE L, mHjE
EREREIZ W TRt ST,

M R R 1T R LIRS TV D,

IR R ER N (Tmax) 1%, [phe-4ClA Y F 7 = ViE AR OMZ R, 3.3
RFRICAN T o 7z, THINEE (Tie) IXRAHERE (18.9~17.8 i) X0 EHE
B (17.9~20.5 i) TOREN -7, (B 2)

&1 MEPRHIERREHERS

EE ey liso-4ClA Y F 7 =1 [phe-14Cl1 vV F7 =1
58 (mg/kg (AH) 4 200 4 200
PERI] i i i i 1 i I s
Tmax  (FFfH) 0.6 0.3 3.3 0.9 0.4 1.7 3.3 10.6
Cmax (nglg) 0.28 | 0.36 2.57 4.17 0.20 | 0.26 3.50 3.72
Twe (K#fH) 13.9 14.5 17.9 18.6 15.8 17.8 18.2 20.5
(2) 9%

Wistar 7 b (—#HEHER 3~4 I8) 12, [iso-14ClA Y F 7 =/ F 7= iZ[phe-14C]
AVFT = ARHEEITEAETHERE QR G L, RN RER D i S

1

=

Ak - TBER 2 B WD Z s 2 — 2 & nH (LLTRL)

U




770
TEHHAR I C B U DR ORI IIER 2 IRENTWD, HIEE (B RUOVING)
IZBWTERE DR EENTRO B2, HEHED K5 13RI DR K O

MRS 5 LEZ DN,
%< OFRETIE, Toax T CTHREBREZR L, ZO%EE 168 Fil# £ T, #&HF
NI LT,

1MHET 0 BEREIREE D@ - 7oAk XD 2o ey, W o GEE, HER
KT, Al O ds 1) 2 Rl B I X L0 @ o T, £z, &5 168
P[] TR U, MR O RER AL (IR R ARN T do - 723, BRI Figim
REDBIRENFAELZ, (B 2)

&2 FEMEBICHTOERBHRHERE (ug/e)

Frank

L&

BhE

(mg/kg 1K) 168 KEftlf%

M .
}DJ [ J T'max 'fﬁ‘L

iz

H (91.5) . /M (15.0) AT (1.95) .
X ER(0.779). Jiti(0.279). 1 #(0.252)

JiFi(0.095). BHi(0.049). EK(0.022).
421f1.(0.013). 1 #E(—)

i

(99.3). /M5 (19.5)  TlE(2.19) . B
figi(1.16) . i1i(0.684). fifE(0.341)

JiFi(0.134) . BHi(0.068). 1M.EK(0.029).
£21f1.0.016). 1fHE(—)

[iso-14C]
ATFT
=)

200

iz

H(2,770). /IM&(1,550) . iThi#(22.0) .
iE(13.4) . Bl (4.77). 114 (4.26)

H (4.35)  iTliEi(4.09) . /M5 (1.29) . B fik
(0.969). 1.ER(0.352)., 41f1.(0.140). 1%
(-

H (5,000). /IM5(1,980) ., iThi#(18.8).
B (16.3). 1f147E(5.44)

fFhE(4.92) . & (3.82) . B ig(1.29) . /N
(0.648). 1f.ER(0.560) ., 411.(0.316). I
(=)

[phe-14C]
AIFT
=)

i

H(125). /ME(9.52) . B #6(9.21) , FF
PRI2.27) . ATliE(2.05). Bi(0.832).
fiti(0.617), FIIF(0.429). 1f1##0.278)

fiFiEi(0.068). BHi(0.048). MLEK(0.015).
2f1(—)., fAE(—)

H(156). /NE(10.5) . iTl#(2.33) .
PRAR(2.14) ., B N5(0.693) . JIii(0.368) .
M 4%(0.241)

FiFER(0.068) . BHigi(0.048). fEk(0.015).
21fn(—). 1fiE(—)

200

iz

H(3,550). /]M5(845) . iTlE(26.0). &
Nigi(11.2). 1 #%(3.71)

Pl (1.02) , B igk(0.827) . 1k (0.625)
4211(0.198). 1ffEH(—)

i3

H(4,330). /]M5(996)  iTliE(29.8). &
fig(13.7). E1i(4.82). 14 (4.61)

& (2.25) Tl (1.74) B hig(1.25) . i Ek
(0.977). 421f1(0.547)., MAE(—)

%)

B L OVINEBOERE,

(3) KEPYRE - EE
PEHERER [1. (4) D] TH S 72 38564 48 B 00 R M O JEV haeitakBR [1. (4)

Q@] CHE LB 1% 48 REE O SR, FE L ONEY RN AR (1. (2) ] TR L7z,
Tomax FEO TR, Bg L OUAE, 5 12 Rl o migz e e LT, REwEE -
TE T aRR A3 S X 7z,

* AR ERECIIBES 0.25 FEEfE, SR TR G- 0.5 %
FER S OB OFIE, — MRS




PR, . MR, MAE R OFRERE T OMGEHIIEER 3 IR ST s,

PR OWBHHCLE, BULAWITH S e oz, #EPCIBUL YRR B %<,
AR FR R O FZREHZ I, RIS o7,

AVFTZND Ty MIBT L FEERERIL. 7 ==V oKk, 7 3 N
B DMK A SIS (Zv 7 a A L ORI S) Th b LB 2 b,
(&2, 3)

&3 R, E. B+, IERVESERDOKEY OTAR : #5517k 56E)

RhE

(63

s |(mglkg k@) | 1| P | PHEED Nk
HE| R - M1(8.0), M7-Glu* (5.3), M7(5.0), M9(3.7)
. # 205 | M9@86), M7(6.5), M8(5.3), M10.5)
o MR — | M1(7.0), M7-Glu* (5.9), M7(5.1), M9(3.0)
?ffjg? % 23.9 | M9@®5), M8(7.1), M7(6.6)
P ET | R — | M1@8), M7@7), M7-Glu*(1.6), MX(1.5)
# 70.1 | M9@B.4), M72.7). M8(0.4)
200 M R - M7(3.8), M1(3.1), M9(1.4), M7-Glu*(0.5)
# 715 | M73.3), M90.7). M8(0.5)
| IR - M6-Sul**(5.1), M7-Glu*(5.1), M7(2.9), M9(0.7)
# 29.7 | M9(8.1), M7(5.7), M8(4.1), M6-Sul**(1.3)
e ! | R - M6-Sul**(5.0), M7-Glu*(4.4), M7(2.7), M9(1.4)
iﬁizﬁ] # 31.3 | M9(8.1), M7(6.9), M8(3.2), M6-Sul**(1.0)
PSS IR - M6-Sul** (2.3), M7(1.6), M7-Glu*(1.4), M9(0.3)
# 76.9 | M7(1.4), M9(1.3). M8(1.2)
200 | SR — M7(1.8), M6-Sul**(1.5), M7-Glu*(1.1), M9(0.5)
% 80.2 | M7(1.6), M6-Sul**(1.0), M8(0.5), M9(0.5)
4 HE| IR — M1(12.8), M7(6.2)
# 117 | —
ARyt - | M7-Glu*(15.3), M10(9.7), M7(7.3),
HrEAER M9-Glu*(4.9), M8-Glu*(0.8)
liso-14C] M R - Mi16.5), M7(32)
A IFT =) i 11.9 _
\ M7-Glu*(27.7), M10(12.7), M9-Glu*(5.9),
ey -
M7(5.5), M8-Glu*(0.8)
JBH-H M| R - M6-Sul**(7.7), M7(2.2)
HEEFRER ¥ 4.7 —




BRI 5 PEL ot | smsa
2 (mgfkg (57 | R e | BULAY AR
[phe-14C] - B M7-Glu*(18.0). M7(10.4). M10(7.1).
A IVFT =) - M9-Glu*(7.0). M8-Glu*(1.7)
M R — M6-Sul**(5.4). M7(5.3)
# 3.9 —
-~ B M7-Glu*(29.5). M10(7.8). M7(7.3).
B M9-Glu*(4.0), M8-Glu*(3.0)
HE | Al — M1(0.18)
M7-Glu*(0.13). M1(0.091). M8+M9(0.076).
R —
M7(0.006)
il M7(0.032). M8+M9(0.030). M1(0.021).
0.009
@ M7-Glu*(0.004)
i3 M7(0.011), M8+M9(0.007). M1(0.005).
0.003
A @) M7-Glu*(0.003)
e | il — M1(0.25)
M8+M9(0.35). M1(0.14). M7(0.076).
g | 0.014
M7-Glu*(0.050)
N il 0013 M8+M9(0.056), M7(0.043). M1(0.028).
S B @ ’ M7-Glu(0.012)
liso-14C] iy 0.002 M1(0.010)., M8&+M9(0.008). M7(0.008).
AVFT =)L ® ’ M7-G1u(0.007)
HE | At — M1(2.4)
R Mk 0.25 M8+M9(4.4), M1(1.1), M7(0.92). M7-Glu*(0.44)
Jiiik:Fs M8+M9(0.86). M7(0.61). M1(0.24).
0.25
@ M7-Glu*(0.048)
900 ME | it — M1(2.0)
R Mk 0.64 | M8+M9(4.8). M1(1.7). M7(1.2). M7-Glu*(0.54)
il M8+M9(0.88). M7(0.58), M1(0.43).
0.25
@ M7-Glu*(0.17)
ik M7(0.29). M8+M9(0.18). M1(0.17).
0.153
@) M7-Glu*(0.12)
RN A 4 HE | e 0.22 | M6-Sul**(0.6). M7(0.037)
R M6-Sul**(0.24). M7(0.13). M8+M9(0.023).
L B | 0.077
liso-14C] M7-Glu*(0.016)
AFT =) A M8+M9(0.029). M7(0.028). M7-Glu*(0.015).
o 0.006

M6-Sul**(0.007)




BRI 5 PE o | smsoan -
2 (ngfke () | B e | BULAY AR
ik M7-Glu*(0.009), M6-Sul**(0.008).
0.001
@) M8+M9(0.007). M7(0.005)
M | PR 0.53 M6-Sul(0.76). M7(0.093)
= — M6-Sul**(0.25), M7(0.092). M8+M9(0.028)
I AE M8+M9(0.036). M7(0.025), M7-Glu*(0.023).
0.006
@ M6-Sul**(0.007)
A M8+M9(0.014), M7-Glu*(0.013).
0.004
® M6-Sul**(0.006). M7(0.005)
HE | i 5.2 M6-Sul**(7.1). M7(1.2)
M6-Sul**(1.1), M7(1.0). M7-Glu*(0.79).
5 gk 0.35
M8+M9(0.77)
A M8+M9(0.62). M7-Glu*(0.29). M7(0.23).
0.065
200 @ M6-Sul**(0.15).
e | il 3.65 M6-Sul**(11), M7(2.5)
R Mk 0.62 M6-Sul**(1.6). M7-Glu*(1.1). M8+M9(0.51)
i % M8+M9(0.62). M7-Glu*(0.32). M7(0.27).
0.10
@ M6-Sul**(0.20).
H) — ks d

* : M7-Glu, M8-Glu KO M9-Glu 1ZZ - M7, M8 UXM9 D 7' /v 7 v AR

w% - M6-Sul 1% M6 R & 1k
k% . Mgqu/\jﬁuit%ﬁ

RN ATRABRIZ I 1T 5 i

Té PR RE DI
X AR ERE TR 0.25 Bz, S HERETIIRS

v MRS D WA EREE (uglg)

0.5 KffHifL. mﬁﬁ@&i\ (RHERECIIBG 12 Refiltk, mAERECII G 24 Kl ic

BEL7ZH D

(4) Bt
ORE U ERHE

Wistar 7 v ~ (—HEERES 4 D)

(2. [iso-14ClA ¥ F 7 =)L £ 7=1Z[phe-14Cl1

F7 =z, BRAERTESAETHRER O &G L, JREERD it S vz,

P52 168 BFfE] DR K OFE P Hf=RIT, £ 4
WFNORGHES . 5% 168 KFHIC
DD B EEGRHERE R iﬁ%‘#ﬁi“@&;oto

A, Feha, MRS

708, PARAERIZ ISV N TR O B RE 2RI E L7223,

Nighrote, (B 2)

10

RSN TV D,
93.1~98.6%TAR 2t =iz, £/,

MRS A~ D PR IR 8




&4 REUEPH#E (WTAR)

AR liso-4ClA Y F7 =1 [phe-14Cl1 vV F7 =1
5 (mg/kg (KH) 4 200 4 200
PRI iia i3 iia il ia il 1 st
pR* 35.5 34.0 14.2 13.7 31.5 30.0 10.0 10.4
B 5% # 57.2 58.9 82.2 80.6 63.8 | 66.5 86.8 88.2
168 K[l | Zofh** | 0.45 0.21 0.20 0.16 | 0.20 0.18 0.11 0.08
3t 93.1 93.1 96.6 944 | 95.5 96.7 96.9 98.6
) F RIS — R E & T
= (2ot ITHEELE O — I ZAOEF
@RBi+ it

fHE T = 2 — L&A L7z Wistar 7 v b (—REMERESS 4 V) (2, [iso-14Clo v F
7 =/vE72iZlphe-UClo Y F 7 =0 % AR E THERE O &G L, JET s
NESTReY g Wit

Febi% 48 BFEIOR, FER OV HPRIERIIER 5 ITRS TV D,

iR, MRS B9, PRI Th 72, (B 3)

£5 5% BEEOR. ERUBEHEE#E (hTAR)

AR liso-“4ClA ¥ F7 =/v [phe-4ClA ¥ F7 =/v
PRI ia il i il
R 24.6 14.7 18.8 19.1
# 13.1 12.8 5.2 4.6
AR 46.2 56.1 59.4 63.8
T—71 A 1.7 2.6 1.9 3.0
THILENEY) 1.5 2.4 11.8 4.8
Ft 87.1 88.6 97.2 95.3

2. HEMERNERFER

liso-4Cl1 ¥ F7 =/ F 7=idphe-4ClA YV F7 =)V %, KFG (50FE : HAH) 0 4~
5 HEH] (FREFEKY 30 H%) I[ZHE MM, IHE 76 LT 30 HAEMC 2 [F1H HEHARLER L |
2 [ HALPR T AARIZERE L 7o AR B4, 3 ] B ALEE 30 A% (IHERF : w][ElLE 126
A) ICERE L7l (k. Ak OFb 5) ikl LT, RPN EGR
BRONFEME S LTz, 7Rk, AWEEIL, WO S 300 g aiha & L7c,

IKFBERAEL R U RE AT M OREIEE 6 IR STV A,

Flo, WRALERX T, RO THER R ERRE A IE L7z & 2 A, [iso-14C]
A VFT = VX K& Rphe-4ClA Y F 7 = VALEX TZFNEFH 0.195 KO 0.203

11



mg/kg T o7,
IV FERE D ZKIZ BT 2 IS IR L 13 [iso-14Cl A Y F 7 = )VALERX & OMphe-14Cl A
FT = VLHX TENZH 0.057 21 0.160 mg/kg TH VY, AIEEH~DOBATIZD A2
LEZ BN,
BULEWIT, ZKPITITRIREEHE (TRR) @ 1.8~5.3%. figh HHIcix 9.4~
11.0%TRR {F(EL7=, i, liso-4ClA vV F7 = /WVALBEX Tix M1 723, [phe-14C]
A VTFT =ML TIE M4 PFEAE LTz, £, WTNOERELEIX T, fib b
K OZADN GBI 372 7 v 2 — AHITHUREEDS 8.2~25.5%TRR 777E L7,

A VT T ZIVORICET 2 EEARFHHERIL, 7 MEAOBZIC LD M1 kO M4
DAERTHY, IO, REaREE2Z 1 TR THeEmE iz v a—
A FICEY AN, S 6B =T 7 U7 E ORISR ICEL D A E L
HEEBEZ BN, (BH4)

& 6 JKFRELH RS

L
BESY

MR OKEY

PR AR liso-4ClA Y F7 =1 [phe-14Cl1 ¥V F7 =1
PRIURE* (H) 57 126 57 126
Evis M| 2ok | Ak | febo | B (K| oKk | bk e b | R
ey
mg/kg | 1.032 | 0.160 | 0.546 | 4.13 | 0.974 | 0.264 | 0.057 | 0.315 | 1.30 | 2.18
JAC R
FiHEDy | %TRR | 73.6 | 55.5 | 72.1 | 78.6 40.7 | 43.2 | 46.6 | 51.2
ELL2S /24 RO SRR SRR NTRNNS SRR NNSRNY MUY (SN AU
AVFT=V | %IRR 18 11.0 5.3
M1 | %TRR| — | 61 | — | 82 | — | — - | _—
M4 | %TRR| — | - |- - 1 1 162 | _—
Jra—2 | %TRR| _— | 255 | _— | 212 | _— | _—| i 82 | _—
FIMHFRAE | %TRR | 26.4 | 445 | 27.9 | 21.4 59.3 | 56.8 | 53.4
W) — REERT /R o v PIERER% O B
3. LTIEERHER

(1) WFREEKTIEPEGHRER
liso-4Clf ¥ F7 =& 7=idlphe-4ClA ¥V F7 =V %, #AKHE 1.5 cm & L2+
FiAR) 12, ¥z tdH7= D 0.3 mgkg ODHETEM L, HF509HAKSAE T T 181 HREL
25+2°C, MESRMTA ¥ 22— b3 5 HEEPEM R I E ST,

KIEFOHETEIL, ABLEZ I THRAEHEHEE (TAR) @ 95.6~97.6% T > 7273,
RBRAL THHZIZ, 0.2~2.1%TAR (208 L7z, B oGt mBRBtbE O 2.1~
3.3%TAR X v, [iso¥ClA Y F 7 = VALE X I3 40 H#&ITHR K
87.4%TAR. [phe-14ClA ¥ F 7 = /VALELX CIIALEE 5 HRRIZHR K 79.9%TAR & 72~
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Too TOHBMA L, BERIE T 52.3~55.3%TAR & 72 -7, TR
FIREIL, RERRROICHIIN L. BRI TIFIC 25.9~36.3%TAR & 72572, 14COg 1%, ALFR
5 B X0 i, RBRK THREE T2 39.8~47.8%TAR 4 L7,

KR OBULEWIL, WHEE% X VD L, [iso14ClA Y F 7 = /VALBR X ClI vt
20 H7%. [phe-14ClA ¥V F 7 = )VALFRX TR 40 A3k L ot e <
polz, HEFOBALAWITMEEZ NS L, LB 1~5 H&IZHRK 70.0~
71.6%TAR 1T L7- &0 L, 3R TIRFICIE 14.7~17.7%TAR Th -7,

liso-14ClA ¥ F7 = VAKX CiX, K EOTHRIC oy M1, M2 KT M3
INFAE LT, FELSMIE ML TH Y, K TII0E 5 B I10HR K 10.9%TAR,
T CIIALEE 63 HEZICHR K 25.5%TAR T - 7273, iR THRICITIAKE T KOt
grhizEznEi 1.0 O 8.9%TAR fFELTZ, M2 1%, BHEFTIE 97 BZITHRK
12.3%TAR fF4E L7223, KEFR TIEWTHORRE E 4% TAR Aii ChH -7z, M3 12+
g KEHPOWTRY 4%TAR K CThH o 7=,

[phe-14Clf ¥ F7 = NVALERX ClE, 7KE K OIS i) M4 HFAE L7223,
WTNORE S, KT 4%TAR Kl Ch - 72,

AV TFT =), GrfiEi M1 e ONM2 Ok BHEC BT 2 HEE L, & 7108
nTna,

AR TR o4 VY FT7 = VO FEEGMEREKIT. 7 I PG ORZRICE D M1 &
O M4 3R L7, M1IEE bIhidER S L, M2 KOV M3 RSN D L& %
HBive, TV DOFRMIE S HITHfRE S, COUZIE bS5, & D WVIETHITHS
ATbHEEZLNE, (BR5)

K1 AVFT7ZII, 7FEHYN RUMN OFKLEICES T HEEFRLA (B)

=] K T K+ 1358
liso-4Clf YV F7 =1 0.3 69.3 61.9
[phe-14Clf ¥ F7 =)L 3.3 92.4 73.7
oy M1 65.4
M2 55.9

W) AR Rk

(2) LIERHEHRER (1 VF7=I)

4 FEEOENTE WAL - b1 (Fk) . KK L - 85 FE) | KA
Bt - B Wik | REE L - 2oL NEEEY (5 E) ] 2V C A YFT
=L D T3 A BRSNS ST,

Freundlich O 54%%% Kads [T 8.13~49.9, ARFEEAFRIZL Y MIE L7
23 Koc 13 497~1,600 Th o7z, WiaEFRE Kdes |1 12.1~374, AHERFEEHRIT
XV HHIE U7 E1R % Kdesoc X 685~8,790 Th-7-, (B 6)
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(3) TIEWEHER (HEPM)

4 FFOEN T B ERAL - Wt (Fik) | KIKE - 2B &) | KA
it - 2 (A | JKEAEH L - /»F”ﬁi(hf}]%%wf AIFT
=V D53 M1 O 38R 5T BR 7S Tk S U7z,

Freundlich W EF%Er Kads [ 0.185~0.646. ARERFBEAHRIT I AHIE L=k
B8R Koe 1% 12.5~294 Tho7-, (BHT)

4. KepEdFER
(1) Ko fEEER

liso-4ClA ¥ F7 =/ FE 7=ixlphe-4ClA Y F7 =,V %, pH 4 (HisiEER) . pH
7 (U PEREER) KM OVpH 9 (R U EEREETR) O IREEEHLIZ, 0.2 mg/L & 725
Xz 2%, N2 50+0.1°CT5 Hf,.40+0.1°CT 14 H&X 125 +0.1°C
T 30 Hif. BERMETCA % o_— bk LT, MR FERER A SE G S vz, 728,
pH 4 TiZ, 50 CT 5 HEORBRIZIKBWN T, DfENRED SR> T-DT, 40 K&
W 25 CORBRIL TN S V72 Do 72,

FAREE, pH 2B DA VT T = VORI L DHEE F- IR 8 ITR&Eh
Tno,

SR & UC, liso-ClA Y F7 = /VALFRIX Tix M1 23, [phe-14ClA YV F7 =)L
RLPRIXCIE M4 DMFAE LT, W IO i) & RRRFRIZEEIN Uise T, & b gD
Do 72 25°CCRBRIE TREC M1 132 pH 7 X TN9 TENZEH 29.1 KT 36.4%TAR,
M4 X pH 7 X TY9 TZEINFH 29.0 X O 35.9%TAR f7/E L7-, pH 4 TlX. ZhH
DML 50C TS 0.6~1.3%TAR Tholz, WTINopH, Bz TH, £
DOIZ 10%TAR % % 2ALEWITREO LT, BULEY + iy (M1 £ 7213 M4)

AFHT 94%TAR L ETH -T2, (BHR8)

z8 AVFTILDOMKNMEIZLSHETFEBEE (B)

RE (0) 25 40 50
pH 7 9 7 9 4 7 9
liso-14Clf ¥ F7 =1 60.8 55.0 9.4 73 | >14*%| 25 1.8
[phe-14Cl1 ¥ F7 =1 71.4 53.7 9.4 73 | >14* | 21 1.7

TE) ¥ 25°CITBIT AHEEE

(2) KPASERER (1 VFT=I)
liso-4Cl1 ¥ F7 =/ F 7=idphe-4ClA VY F7 =)V %, JKFEREK (pH 6.5) F
I E BERK CRkE, pH 7.3) 1202 mg /L &5 X9z =%, 25+2CT
X0 G : 28.0~31.8 Wm2, JIEWE : 300~400 nm) % 9 H [
HRER 2 K oo o iR s 32kt S Az,
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AV FT = VOHEEFRIIIR IR EN TS, KBRHXTIE, 4V FT =1
TN R S L, R THIRIZIXZENENONEX T, A YV F T =)V OIFER
1% 8.4~6.T%TAR Th -7z, KExtHRXIZENTHA YV F 7 = /VIIFRIEIZ MR S 4,
R TRFOTEE RN 84.7~97.9%TAR TH - 7=,

WTHNORERIX. OERREX) T, 14CO 2N L, [iso-4ClA ¥ F7 =
JVRLBEIX ClE, A& THFE TIZ 36.5~51.3%TAR. [phe-14Cl1 ¥ F7 = /VALFEX
TITRABKE THEE T2 6.7~11.5%TAR 4 L 7=,

ZOM, FREKEOBRKP T, ZEOFEIDBER LTz, [iso-4ClA Y F7 =
JALBRIX T, SRS X CIERE ST 378> 7o h3 . B IRIX T M1 235
K 8.7%TAR 1F1E LTz, [phe-4ClA Y F 7 = /VHLELX Cld, SHHRETX, BEefIRX &
&Y M4 3R STz, M4 1, SRS TIE, 288K F THRUNBALE 2 B2
K 14.5%TAR (232 L7212 L, 3R THRAZIEL 8.5%TAR Th o7z, HIRKH
TlE FREBEAA 7 B 1210 R 5.0% TAR 125 L 7= 41800 U GBRBRI& T HIC132.2% TAR
Th Tz, BERIXTrE, BRKP TR 3.5%TAR, 7KK Tk 9.2%TAR 4
L7z, (ZH9)

K9 AVFT7ZIDQKPADREICEDHEEFBE (H)

) . e FRE X
HEAK AL — IEFSYIIES
Xt KGR

liso-4ClA VF7 =/v 1.8 7.4 990
H IRk

[phe-14ClA V¥ F7 =)L 2.3 9.4 187
» liso-UClA Y F7 =L 2.2 7.9 66.6
ZREEK

[phe-14Cl1 ¥ F7 =)L 2.2 7.9 56.8

1) 0 HUR BOKPDETITHRSR U7 HEE -0

(3) KepRSEHER (DM

M1 %, JEZAE/K (pH 5.05~5.11) 12 2mg/L L7225 X 512Nz 7=, 256+2C
Tt/ ot OBsREE : 23.4 Wim2, JHlEW R : 300~400 nm) % 10 H RlEfE G,
T2 A HE o s N It S ATz,

M1 RS XTI R E A, BRI TIRFIZIE T%TAR &7 o7, I
KX TlE, M1 O FRITER O BV D> T2,

SR M1 OHEEFINE 2.62 H, HIEDO K FICHE 35 & 7568 H L&
maniz, EH10)

5. LTIREBSR

ROER7 L - iEt R0 ROUKEEM L - it (&F) 2T, 4V F
T =, SR ML, M2 KON M4 2o g & Ue BHERRRER. (BN & OV )
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Y TR gyl
HEERAIER 10 IR TV, (BRE11)

& 10 TIRFABEAIRAGE

HeEf a2 (H)
AR TERED 13z P ;\ﬁ{q;;g/[1”+ Ve ;/3"7:/1/—1—
ROM2 SfR M4
pas o 0.3 WEER s + - Bt 32(4.4) 28(32) 6.2(5.2)
AR | mglkg R b+ - R 1 1.3(1.5) 21(23) 1.8(2.1)
135 300 g WEEAR 7+ - Bt 0.6(0.5) 0.6(0.5) 0.6(0.5)
AR ai/ha R - R+ 30(13) 27(13) 28(12)

) 1) AaaaBRTIIRUR, FE5UER TR 2 ]
2) HEEHRANIE, A BROTBIEKL O T T 7 BROTEME (FRIlAN) 2R LT,

6. EMREHEER

KRG (ZXRROFEDE) ZHWT, A4 VFT7 =0, G M1 KON M4 25055
bW & UT-VE R e STz, fERITER 11 IS TV 5,

AR (ZK) I8BT4 VT 7 =)V OiEaix, Sk 30 HZITIHE L7 2K
? 0.08 mglkg Th o7z, RAIEERIZHIT AW M1 LU M4 1L, T~ TERERF AR
Tholz, 12, 13)

& 11 (EERBHERAGR

il FHME (mglkg)
Bl g | | PHI [VFT | it | (M
Hﬂﬁ@ﬂ;‘}_ﬁ: iEI ([E]) (E]) I=Ry—p SNZ A ISRy—n SNZ A ISRy—n SNZ A
FIE g il | SERE | B | SR | B | e

e 30 | 0.08 | 0.03* | <0.01 | <0.01 | <0.01 | <0.01
. 45 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01

j—\/ 1' G 1//\—k
235;;% 2 |15 ﬁa M3 60 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01
< 76 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01

300¢
30 0.82 | 0.48 | 0.14 | 0.09* | <0.04 | <0.04

@,;}gz) ) gff;ha . 45 | 0.89 | 052 | 0.08 | 0.06% | <0.04 | <0.04
SONBEERE 60 | 0.32 | 0.16 | <0.05 | <0.05 | <0.04 | <0.04

e 76 | <0.05 | <0.05 | <0.05 | <0.05 | <0.04 | <0.04
F) G ORkiAl

- HICERIBARMG 2 BT — X2 O R T A A IERBRSMELZ R LI2b 0 & LT
FHE L. *FlEA LT,

« TRTOT— X BNEBARMEOGEILE BB IE DO <24 L Cridk L7,
- BER ORISR T, EERANER DS OREMIL. KREVEEZ R LT,

(] 2 ITABEES T<0.03, BRERHCT<0.040%55, <0.04& L72)
- REHIML KL OMADFEREIL, A Y F7 =/VICHE U CEoa L-, #Badins

AV F7 =M1 =1.51

AV FT = REIM4=2.52
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FREDTEMERRERBR GRS &, A Y FT =0 BULEMDOR) % gl
SE L LTZBRICR T LV RSN S HEEEIREDS R 12 (RSN TV D, ek,
AHEEEIREORET, Hal SNIERTIENSA Y F T =P RROEE 2R

il S CARRC B S 4Ly N -

D FIAT> T,

F12 BRPIYERSNDAVFT7ZIILDOHETEERE

AHERIC K D 7R R OGN 2 < 70 & ORGE

[EIE ) (16 ) VR |EinE (65 Bl L)
g, | P (ke 533ke) | (K 15.8kg) | (K 55.6ke) | (K : 542 kg)
mghke) ff B ff B ff B ff B
/S 0.03 185.1 5.55 97.7 2.93 139.7 4.19 188.8 5.66
ARt 5.55 2.93 4.19 5.66
TROREEIL, T SAUC0 B AR - BT 5 % AR 1 7 7 =1 D TERRBORK
. @rf?fﬁ}/ %LE}Z 10~12 FFDOEEREE (B 48~50) OfERICES#EifE (g/A/RH)

- TEEE

7. FitBITHER

CFRBEDN DR OT-A VF T =N OHEEERE (ug/ N H)

VAL A AAEWFLA (FRE28R) (2, A Y TFT =0, REM1 L OM4ADEEY)
Z1H 17 HERERE D 7 vift DG (REGEITIRIZZM) L. IR Rl

S,

ZOfR, BKEBRBIH RN ORI GEAKE T, T oA Y FT7 =1, GHY

M1 OM4IFWT L EERAARR (<0.01 mgkg) ThHo7o,

F 13 FABITHRICETHEHOREE (mg/88/H)

(=HR14)

e Rk5E I#: 10 I EE : 20 III &% : 40
_____ R L R - N IO = S R LA
AT (20 S 22 4.4 89 .
R M4 1.3 2.6 5.3
8. —iREmHER

7 v h RO R % e —fRERERRER N el S 7o, fE RIS 14 IR STV D,

(=P 15)
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& 14 —REERBRE
Bk 55 I /N
kR D FEEA Eyl7a L/ mg/kg (K R & TEHIE: AE RO
(B 5EH) | (mgfkg (A5 | (mg/kg {AH)
KA SD e 3 0,200, Beh\z & A a0
— IR R RS-
(Trwin ) Sk | ses | 600.2:000 2,000 ey
((x38))
SD 0. 200, BEIC L D
Tl prEmRE | _ 5 | 600.2,000 2,000 — il
X 7 v b ) 72l
ah (%)
VRN A 0.200
;\%jx: A /71‘7/ /[/E% N N - v
| —7?% H10 | 600,2,000 2,000 - fii” SORE
W IIEH &)
AT 0,200, e
bt —7?% HE10 | 600.2,000 | 2,000 - fii”“’t P
EUEH %)
PPN - 0,200, B
| 1 R R "7‘831\ 6 | 600,2,000 | 2,000 - i&f“ié”ﬁ
fif| oy (&)
B
i E - o 0.200,
i E—sL kB
IS j: " | 4 | 600.2,000 2,000 — iifc SR
T bR BF D)
EI 0.200, R
| IR EMRE - ,jS\‘D} 10 | 600.2,000 2,000 - iﬁc‘ié?’ﬁ
BE|  JRIRBE 7 &)

) — o BUIMERBENRE TE R,
WKL, 7y hORBRTIT 1%CMC-Na IS E L, A XORBRTIIE T F o 7/ HE L

TG LT,

9. RMEHHER
A IFT=2NVERDOT v b2 TGt £ S he, fRIEER 16 18

SNTND,

(MR 16~18)

18




=15 2MEHHABRME (RN
LD /k
¥ R BT o (mg/ks () B S TSR
I I
qE Wistar 7 b 52,000 | FERLOBEC 7 L
i 3 Pt

SD 7 v k
" et o ;
K RZ i 5 G >2.000 >2.000 SR M OFE Tl 72 L
- SD 7 vk LCs0 (mg/L) B D Zr A EEHE I

MERES- 5 T >4.75 >4.75 B L

R M1 L O'M4 O T v k&AW i-2dh g By #ie S iz, fERITER 16 12

RENTND, (19, 20)
F= 16 2MFHHABRESE (KB RUN)
LDso (mg/kg i)
PR | R B ﬁ;Omggﬁ@ A S Tk
K
TR, BEAEA. IR
SD 5 v | T, HREDE T
R M1 o 300~2,000
e - i 3 pC 2,000 mg/kg (KEHEGHET
5 143
ek, AR(TORTE. MERA.
_ B, AR, TR, AR
. ) SD 7 v k B
% M4 e n| i 3 300~2,000 | fRfg FHE, HIEEEKT
2,000 mg/kg RKE#L5HET
5 143

10. BB - REICxT 2RI R U R EREMSHER
NZW 7 3¢ % F T2 BRI SR M OV R et 5 23 SEife S 7z, = OGS, IR

K OB ERITSMENTGR B o Tz,
Hartley €/VE > N & W R ERAEMRER (Maximization 1£) 2330 S V724

R BFRAEYEDSERO BT,

1. BERNSHHR
(1) 90 BEERMESMEHRER (Fv )
Wistar 7 > & (—FEERES 10 P8 2 W 2IREE (5K 0 0. 20, 500, 2,500 &
020,000 ppm : YRR 17 Z2) &E5I2XK % 90 H FHLE AR
7N FEH S ATz,

(21, 22)

([H23)
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F17 90 BREIEZMEFEHER (Sv b)) OFHRIKERE

e G 20 ppm 500 ppm 2,500 ppm 20,000 ppm
SRR IR i 1.18 29.7 148 1,240
(mg/kg KHE/H) ki3 1.39 35.1 178 1,400

BREGRETIRD R MEAT IR 18 1R & TV 5,

ARBRICEBN T, 2,500 ppm LA EEGREOMERET T.Chol N5 03388 HiL7=D
T, MIEMEEIIMEE S S 500 ppm (B : 29.7 mg/kg (AE/H, M : 35.1 mg/kg (K
IH) ThrEEZOLNT-, (&F24)

F18 90 BEEAMSFEHER (Sv ) TEHON-FMHERR

BERE i3 il
20,000 ppm  AREIINENH], R AR - GGT /1
- GGT #4n - B bLER BN
- ikl B BN - SRR
- HTE BESASEORGIE - BT Rk - BiTE BESEORIR B A
2,500 ppm « T.Chol #3/I1 - T.Chol ¥4/
LIk - P AN - FFfaokt S OVE B B N
500 ppm LA T | BRI L BT R L

(2) 90 BEESMEMHR (1 X)
B — 7 VR (—REMERES 4 T8) Z JV T2 IRER (544 0, 500, 2,000 & UF 8,000 ppm :
PR R ERITE 19 20) &5 85 90 H M s G aiRgs e S 47,

& 19 90 BEHEIAMFMEHR (1 X) OFHRIKERE

B HHE 500 ppm 2,000 ppm | 8,000 ppm
SRR I A I 12.2 51.1 200
(mg/kg KE/H) ki3 13.4 54.4 211

B HHE TR DA mMHERT IR 20 IR STV D,

8,000 ppm BHHEDME 3 B CHRAIFME & B 2 6D MAR T DIFED HILTZD3,
2D OER TN K OV -5 Offaxt e N EE &3 @il %~ L7z,

AGRBRIZ I TL 2,000 ppm LA G REOMERET ALT 5N 035880 H 7= D T,
MR M RE & 3 500 ppm (g : 12.2 mg/kg {RE/H ., W : 13.4 mg/kg KHE/H T
bHEEZLNT, (B 25)

2 fAEILERALEEL VD (UUTHEL)
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F20 90 BREIEZMHEFEHER (1 X) TRHon-FIEHR

5/ Ik i3
8,000 ppm - APTT % - MM, REAE B D E AR OIS EL (k
- ALP, AST. GGT #3/n SIU))
- JIFHERE & OV L f N - APTT J5#
- TS - ALP, GGT. T.Chol ¥/
- JIFIER - . IRE R OV et e ONL EL
« /NBEHUME TR R AR S i
- PR HE A - PR RS
o JIFHER
- NBEHUDETRE R AE RS
- JIFRRAE HE A=
2,000 ppm PL | - ALT #80 - ALT. TG #/n
500 ppm wIEPT R L FIEPT R L

2. BUESUHEBRRURSAERER
(1) 1 FERESERAR (1 X)
B 7 VR (—HEMERESS 4 U5) &2 VT IRER (U142 0,200, 1,000 & TF 5,000/3,0002
ppm : FEIGAEEIERITE 21 Z2H) 851282 1EMEEEMRERN I s 1z,

&21 1 ERIEESEEHR (/1 X) OFHRIKERE

BeG-Rf 200 ppm 1,000 ppm 5,000/3,000 ppm
SRR AR B I 5.22 27.2 107
(mg/kg KE/H) Wt 5.33 26.9 110

BB HHE TR DI mMHEAT IEE 22 IR ST D,

5,000/3,000 ppm $¢ 5-HEDMERETFRSD BTz, BRI T RHE L & ORI EEHT
Rup o, PR T BaEE U722 b Ch 2 IReMEN B 2 bivle, [RBEORET
N OF 7 > 7 R—HINEIZIEE DR LRI~V T U B LT,
[FREDOIED ML Y 1,000 ppm LU E3GEEOMEO BT RHIE (2588 B A28
BEOFELEIT. VRTAF U THDHI ENRBEINT,

AFRERICI T, 1,000 ppm PL BB GREOHECTITHEx L UL E &R NS, T
ket B R NS DSFE 0 B AL O T, MR IMERE S & 200 pm (K : 5.22 mg/kg
{KEE/H., M : 5.33 mgkg (AFE/H) ThbHLEZX LN, (B 26)

3 5,000 ppm &GRHETIL, BEBIME 26 i O MK FAIREIC BN T, FFHERE R HEE @Eﬂ 5
IIRZEAE RO B, FIREDO—EROEAR TIIET R 1R b=, MET5-BH44 31 8
&, WEIX 30 %D, H5&E% 3,000 ppm ([ZEE L7,
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=22 1 EREEHEEHEHR (1 X) TREOON-EHFRR
B 51t Jiia il
5,000/3,000 ppm - HIE, BRGEBECT, Ee, k| - B, BOSESES T, R, dRkE,

B, TH. EEORIE., ik, K
JE OREREES, IR, JEIR, AREK
IR, FEREFRIn, BRAR. VR

- (REEHINENI

- RBC. Ht, Hb J&/)», WBC, Lym,
Neu. Mon. LUC 88/, APTT %t
R

+ AST. TP. Glob, T.Chol. TG.
T.Bil 81, Cre, BUN, Alb, A/G
Rl

- AR GEAR) . EUILVE VIR,
PRI, PRAR f.EK

- MRS, IRGIEIR

o B R OV e R ONE B R N

- JHER

- T2

- AR L, R

- BB T

- B BRI E

- FRI R A T R

< TRIEBE Y o SERR AR

- BRI BB R AL

- U UoRHIR

- R e e 3R g

- g (HRRaZE ., 8E5E)

- IHEEREEE B Rl Ak

- BIRAMIE PR

- AR

THIL BEORUE, ik, FE Ol
B, MRS, AR, AREKIEME. AT
i, ARME. ViR

- (REES 0BG, AR AR

- RBC, Ht, Hb, MCHC i, #gik
RinEkE., WBC. Neu. Mon, Eos,
LUC #550, APTT itk

+ALP, AST. GGT, Glob, TG, T.Chol,
T.Bil 8/, Cre. BUN, Alb, A/G it
5%

- AR GHER) | RFIRIMEK

R OV kT K OV L B SN, b EE
N

- LS, ER

- R LS, JER

- B, R

- ik

- R

- B i T

- JRIBEAHE AR T AR

< FRMBE Y o RERCR AR

- MBS B T AR MEA L

- U UNHiR

- B E SRS

o /NEEAUL T RERRAE R

- I (HMmpmZEtE:, $E5E)

- JEAEEEA

SIEE > S SR

- BIRAME LR

1,000 ppm LA |

- ALP, ALT. GGT #/n

- ALT #5n (1 1)

- JHFHERH B Ot EE BN - Mstsel BN
- /NBEHUO TR AR R
- R A

200 ppm wmIEAT R L wmIEAT R L

(2) 1 FHEESHERAR (Sy )
Wistar 7 v b (—#EMEES 21 V8) 2 fW=iEEE (5K : 0. 60, 600. 6,000 K
20,000 ppm : EERIAEREILE 23 2R) K512 X 25 1 EMEMEERBR N
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it A7,

#&23 1 FREBHESESRER (Sv ) OFHRGERE

B HRE 60 ppm 600 ppm 6,000 ppm 20,000 ppm
SRR E Wt 2.83 27.9 291 979
(mg/kg {REE/H) i3 3.70 37.3 381 1,250

B G TRRD DAL BT JIEER 24 IR STV D,

60 ppm B GHEOHE 1 41 K% T 600 ppm B GFEDHE 1 B35BT L7223, HEDIER X
BREME AR, ORI ORES &5 X b,

AFRBRICBW T, 600 ppm LA G REDMERET T.Chol BN K O Eb B BRI AS
BOHLNT=DT, MWIEMEITIMEIE S D 60 ppm (H : 2.83 mg/kg {KE/H ., M : 3.70
mg/kg (KE/H) ThdHEEZ LN, (BIR27)

F24 1 FRABHESMESR (S b)) TROOIEEEMR

PG Jii3 i3
20,000 ppm | + Hb, Ht, MCV., MCH >, #8ik | - ASEHINmE ()
PR MLEREHE N - Hb, MCH, MCHC ji/»
- FURBRHLEE S 0 - GGT £
- JIF e EE SN - IffEEERE b
- ONEMERFHRA AR K
- PRANAE L HE AL
- B LL E AN
6,000 ppm | - APTT % - /T H B AEORGIEE b Rl Ak
2Lk - GGT #4n
- Jifi B RE R U S AL
- Rl BESEORENE R Ak
- T PRAMAE B LR
600 ppm + T.Chol #4/0 + T.Chol ¥/
Pk - JFFEEEE AN - L SN
60 ppm AT R L mEAT R L

(3) 2 EMIENAERE (SY k)
Wistar 7~ b (—BEMERES 51 JC) 2 W =iBEF (5K : 0. 2,000, 6,000 KX
20,000 ppm : FHMAEREIIR 256 BR) K512 LD 2 FERFEN AR L
S,

& 25 2EMEMNAMERER (v ) OFHRGERE

BeHHE 2,000 ppm | 6,000 ppm | 20,000 ppm
SRR AR R R i3 79.2 242 823
(mg/kg RE/H) i 105 311 1,050
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B GHE TR DB T RLIZE 26 IRESNTW A,

FELCHRIZ, MIRE G ORBITRD SN o7, Fo, BiRESI(CBEL T, %
AEBERE ORI LT SR 21X, B Lotz

SR GREORET, ARSI OBMAFE® bz, FHEFHE
PEIZ72 <, F72, BIORER[15. Q) IZBW T, FINARE~—I—Tdh 5 GST-P
DRSS DHIINAFED B2 o7,

AR T, 2,000 ppm DAH G EOMERE TR BEFGRREIE_LRGRIZR A,
HECIEMEBE O FE B FE O -0 T, M R TMERE S $ 2,000 ppm (K : 79.2
mg/kg (AH/H, M : 105 mg/kg AH/H) K CThH o & bivlz, FENANMETER
DR oTn, (B 28)

F26 2FEESAMSRER (S ) TROONEMEMR

e HRE i i

20,000 ppm | - [RERIEE, #EHEN - PREEBEIEmH

- PREH NI - DN AR

- T PRAMAE B e PR - iR RERE U8 Sk
6,000 ppm - TR K O L ER B - PSR K O ER S
LIk - R HLE

- ONEPEF AR

- (B E

- i EE AR A Sk
2,000 ppm « AiTH BESEORIR b SO TR T PERBE
LIk - HiTE BESEOREIE b BT AL

(4) 18 hARMENAMRER (YVR)

ICR <7 A (—REMEIES: 68 IT) & FV /= iREE (JFIK: 0, 70, 700 K % 7,000 ppm :
IR ATEREILER 27 2IR) BT XKD 18 0 A RIZEMN AMRBR N I S iz,

x21 18 HAMEMNAMERER (IYVR) OFHRIFERE

BeGRE 70 ppm 700 ppm 7,000 ppm
SR LN NG 1t 6.89 71.5 706
(mg/kg A=/ H) ivi 6.66 67.2 667

FEC IR G- DR BTG b o7z,

7,000 ppm $5FEOMETHLLE EHNAFED BV A, BIE T 2 s BREAR 00T
AARBDLNT, £, —BEOELTH 2720, BT LB X bR T,

700 ppm VL e GEEOMETRRARERIR A (2350 N T, TR OFABEEE DN A
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D BIVTEM, ORISR M ORI AR % & O T- T O IR BRET RO F A
L. AEREINEEED ool
R AR G-\ B U COARBEEE D3N U 7 SR AR 1 72 o 72,
AFRBRIZ I D MR R, MRS b ARABRO KM & 7,000 ppm (K : 706
mg/kg (RE/H ., M : 667 mgkg (KE/H) ThoH LB BN, BRAMITRD S
nighoic, (B 29)

13. EERESHHER
(1) 2HREESER (Sv k)

Wistar 7 v b (—BEMERESR 24 PC) & VW =IEEE (44 : 0. 50, 1,000 % T 10,000
ppm : MR IEITER 28 ) KHIC XK 5 2 HREGEFER D e S 7z,

x28 2HAREEEER (Sv ) OFHREERE

Beh-RE 50 ppm 1,000 ppm | 10,000 ppm
Ik 3.35 66.8 662
_ | PHitft
SRR AR B Wt 4.16 83.9 831
(mg/kg AHE/H) Mt 4.05 80.6 823
&8 Fo A
I 4.74 95 941

BlEM) K OB 1T 2 K BEGRE TR DL BB ISR 29 (RS T
Do
BlENM)TIE, 1,000 ppm LA_EF G REOMEME CHF/ExH R QL E B INNERD iz
23, 10,000 ppm FHREE xS E UTRERRFIRAEIZ W T, RIS R IR RS-
WZBSE L 72T AR b o el ITEEOELITEETR B 2 b
MNoT,

IRE)CiX, 10,000 ppm & 5HEDOMERE (Fy TN Fo) | 1,000 ppm & 5-H£DOHE (Fa)
TRt E &P 23, 10,000 ppm BEGHEDOMERE (Fo) K TN 1,000 ppm - 5HED
1 (Fo) CTHIARELEE DR 258D H 7223, 10,000 ppm #EE5HED R EMW % %15
& LT B RO, MBI R AR B B L 7= FT ASER O g, EfF
MR S BFE N0 ol Z e vn, MREEOE(LITFEEIT R & & 2 bk
MNoT7,

ARBRIZEBW T, BEMW TIE. 1,000 ppm LA EFGREDOREK T 10,000 ppm #5-
REOMECIAREBENHMHI A, B TIZ 1,000 ppm BL_EBGREOMERE TR E AR
D HENTO T, HEEMEEITHEIBORET 50 ppm (P : 3.35 mg/kg (AFE/H. F;
M : 4.05 mg/kg KE/H) . MET 1,000 ppm (P M : 83.9 mg/kg (KE/H, Fiiff : 95
mg/kg (KE/H) | WREMWIOMERET 50 ppm (P : 3.35 mg/kg RE/H., P it : 4.16
mg/kg (KTEE/H, F1/ : 4.05 mg/kg (KE/H, Fiiff : 4.74 mg/kg (KE/H) ThHD &
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EZ B, BHHRRICRT D RBIRR D b e oTz, (B 30)

&29 2HAEBEHRER (Svbh) TREOHON-FUERR

. BoP R BloFL 1 Fe
B 1t st i3 i3
s 10,000 ppm G A - (BN
i 1,000 ppm SR ENEERYHIEH] L SRENEERYIIETIN 1,000 ppm LA
W LR 1EEH &) TR L
50 ppm IR R L AT R L
2 | 1,000 ppm - RfAE VAN - XA E K ANEN:Y
g | LIk
¥ | 50 ppm BT RZR L BT R L BT RZ L BT RZR L
(2) RAESMHHER (S )
Wistar 7 > b (—#&EME 29 JB) OfFYR 6~19 HIiZHHlFE D (54K : 0, 100, 300

KX 1,000 mg/kg A/ H ., A : 0.5%CMC-Na /KIgiR) #&5-LC, 3L
INES/ TRV g Wil

FEW) ClX, IR G ORBITZEO bR o T2,

JE I CIE, 100 mg/kg K5/ H UL R 58T B L UEZ R 3T & LT BHTHE .
SHTEMIE . FRREE. WERE &K OVHE O R E ORISR O3 H{LIEEE
TR E LT, BB OREREILOIBIBAE OGO bivic, Ziub O
%i BN L7 e [156. (D 1 THHBMENRD bz n, A% 21 HE

IEEENEO B, Flz, A% 70 HETORBWOAFITHENRED b7

#ot_k#%\ﬂiﬁﬁ&%zgm@#oko&% o OEACE LD MR
i3, %Eﬁ%@USmHiD 1 mgkg (AHE/HTHD EEZ BT,

AR I D IR, l@%&@%ﬁfﬁﬁ%@%ﬁm%mem@g%
H/H T&)ES LEZ N, BEAEMITRD b hoTz, (B 31)

(3) RASHHAR (V9F)

REE 25 VC) DOIFIE 6~27 HIZHEHIRR O (544K : 0. 100,
VAL - 1% CMC-Na 7/Kigik) 51T, F4AmEMER

AARBGREY X (—
300 } 0" 1,000 mg/kg A/ H |
BRI FEhE < 3Tz,

R TlE, 1,000 mg/kg (ANEE/ H £ 57 CTAREHE NS,
D FIER, R AL O NERB LB bitlz, £70.
Do, BRSO IR L E X b,

HEFERVD ., e EE
[FIHECUREED 3 BIER

IEIR

=N

TiZ. 1,000 mg/kg KE/H £ 55 TIRIKE D

dOLNTZ, T2,

LT, 25 ClaREIE oA GEAEHEE : 12.8~29.3%) 737%
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BN e ) brwa
2B DHARENME T &

T— 4 (KA 34.8%) DOHEIPANICINED O TH Y | xHHF

WERT Db D EE 2 BT,

ARBRICRT 2 mEMEIX, BE R OMR R C 300 mg/kg (KE/H THD EEZ

Sivic, fERTEME

14. BREHERER
AV FT =IVOME & W T2 EIRISRE R, v A =—ANLAX—D V79

TR b o7,

(=P 32)

ARE 2 e YR TR ER, ~ U 2 % W/ ISR e S 47, FERIEER 30
IORENTWD, dBFERITT TR THST2D T, A VT T =W BIsmET 2
WHDEEZ b, (B 33~35)
&30 EEBUHRREREE (RIK)
AR PIES VUBEY IR 4 i A
in vitro TIRIRIRIR Salmonella typhimurium | 16~5,000 pg/7" V—}
IR (TA98, TA100, TA102, (+/-89) | BatEv
TA1535, TA1537 ££)
Yufa (KT ER Fx¥ A =—ANLRAL— | 7~28ug/mL  (+/-89) s 9
V79 Hllfa
in vivo AN ICR ~ 7 A (‘HH6/ID) 500, 1,000, 2,000
(—HEHE 5 PT) mg/kg (AT | [&ME
(2 iR A5

) +/-S9 : REHEMEALRTEE F R OFEAFAE T

1) 1,581 pg/7" V—hL B CHT IS FE
2) U TAVOBIE b LB T B Jﬁmﬂ

Wb bz,
Wb BTz,

AV FT =) OAE M1 KON M4 ORI %2 F O 7218 07 220828 BBy 520 S 4

7o FEEIIFE 3L ITRENTEY.,
WCEEEMEIT VB D EE 2 BT,

F= 31

BinE

MRHBRGEREE (KRB RU M)

W BEMETH 72D T, REHH M1 KOt M4
(M 36, 37)

A

AR

PSES

LB - {5

RS

R M1

TEIMISIRAE T

R M4

S.typhimurium
(TA98.TA100,
TA1535, TA1537 {%)

FEscherichia coli
(WP2uvrA ¥%)

156~5,000 pg/7” V-}
(+/-S9)

1) +-S9 : ARHHEMEALRAFAE F R UIEFET
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15. TOMDAER
(1) AIBHRRIEEEOBRE (Sv k)

7 v MMz 90 B REEAMEEER 11, (1)1, 1 EREEEERER[12. (2)]
RO 2 FERIFE N AANERRBR[12. B) 1SRN T, MERE L & Al E B2 ORI R @Rk 3
RO BT T=®, 90 H [ H MR T B L7z H OFEAZ FV T, BifE R L
FZ 0T DaEFErE I SOV TRET S 7,

TP AR LAY Al k> T fEiE~ — B — T 5 Ki-67 DEEkR 2 kit L
7o RHRREZRBWT, BIFEH LD BB C Ki-67 k3 m < . BEa ok E
FARBROBIEE IRV E B 2 bz, E72, 20,000 ppm $5-HEOMERED R E B
T, Kir67 ik Ix e L v AEICEVMEE R LTz,

LI o T, AV FT7 =GR MERES & Al E SR ASEORIRE R a5
EHENTCE L= b ot E 2 bz, (B 38)

(2) 1 BEREEORSICL SATBEMREELEORE (Sv )
BHAINC T 2 Al BLR A O MRS FENE 2 BT 5 72910 Wistar 7 > b (—
BERE20 DT) 2 M7z 1B OB (RK : 0, 60 XU 20,000 ppm : PRI AR
BI3E 32 M) B G-1C K D AirE MRS AR AR AR S S A7,

32 AISHRIBIEMAREIEER (v b)) OFHRFERE
BeHHE 60 ppm 20,000 ppm
A ETE (mg/kg (KE/H) 6.7 2,360

FELHNTFRD /e o712, 20,000 ppm $&%5-HE THREBNHNHE 80 Hiiz,
ATE M OETEERD 5-7 0 E-2-F 4% ) D0 (BrdU) sk b sn g
BEEMLIZEZ A, BIEHTIE, W oGS BrdU 2% FREE & [F)%
Tho=2N, BIEERETIL. 20,000 ppm HHRHIIBW T, THEEEL b, BrdU
TR OHIME R, IS O Brd U o iia s O F i F A B 7 BN AN
v, Fio. ATHEENE IR, WEZIMAIZ BV T, 20,000 ppm $5-8f
TR AL TCED RS DT,

PLEXY ., A4 VF 7 =10 1 HEENREEEGIZBW TS, BI85 OMERE5EE
PERTCHE L7 2 EAVRIB S iz, (BHR 39)

(3) ZERFHBREDCRE (Sv F)
7 v b &AW 2 EREE S AMERER[12. Q) IZkW T, R EREOIEZIBW T,
Il D Z8 SEAT I (Affett) HEINAGR O bivlz, T OFTRITHEMEBEINEN 7 < |
T R IR 2R 35880 DR o T 2 &b AT & B 2 BRI 1273,
ZOFTROEFRZAMEIZT D720, 2 FMFEN AMER TR b NI ED IR OFEA
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Z T, GST-P MRl W Tsr S vz,

So PR LSRGl K o T, HFlRIC IS 1T D GST-P GRS O3 B 2 Mgt
L7z, 6,000 ppm L E#58ET, GST-P GBI OF E 72 b 03380 b vz, (B
& 40)

(4) RESHEBHEER (v b @

7 v FEAWERATRERR13. )] T, BEOEZHE ISR S E b bo
FHUME N O OREM 283 5720, Wistar 7 v b (—#EE 15 JC) OUEIRE 6
~19 HiZA VFT7 =/vZasdfilidn (A 0 &Y 1,000 mgkg (RE/H, B -
0.5%CMC-Na K¥&iR) LT, FAmIERER e s St S v,

SRR L ORI GRE L &, #T0R 20 BICHE FUIBAZ 3 2 7 o 7o EUIBARE & |
A% DM Z RS D 72O D ilE (BRA% 70 A ETHE) 230E LT,

REWClrx, W EYIBIRE CIIRAERR 5 ORI IR b o Tz, BRIKBEGRED
SIRRE TR, 2 BN IERTICEE LWV, LB R O IRIBIE RSB v, =
2 BIORENM D 3 i U 7 Ve BhIiE, HPE B IC 2T Lz,

FRIR T, MR GEE O EOIBIRE T, BARMRER TRO b g b2 b3 x
EHEELL ., SHIEE OB TUE, SF OB{LEBIEZE DGR bz, kit o e Ix
TR G FE CIREEE NS 2378 @Ehhﬁ A% 21 A OEEEVE A CERERY /R
37 < BLIRRBICH REE &L OZITRD DR o T, EFRICHRIEER G OF
BN v o Tz,

PLEXY, A YTFT7=AHEE5I2L0, 7y MRIBIZED b lze b2k, 4£%
21 BIZIXEEMEATED Hiv, £ 70 B £ TOREMO A AEFTITEITZED b
NWiemoi=i=o, HHITR.EIIEZ Lo T-, (R 41)

(5) AR (ERHARICHT SEDRE : S v k)

A TR EHERO5. ) 112\ T, 1,000 mg/kg K&/ H & 5-REOREM)
(BRI Ny N DIETE D358 b 7o, BEIMEZ LT 572912 Wistar
Z v~ (—HEME 25 UT) OREIE 6~19 HIZ, A Y F 7 = zmmilin (5K : 0 &
ULmOm%g%EﬁﬂkﬁiomwMCNamZ&ﬁ&ﬁﬁéﬁﬁ#%%émto

BHGHOMNEM TIL, —AIREBLR OMEAEICEEITRD b, & LWVt
RO LN oz, Fi, EREMWNHEE R IZET Lf:%b%%b\?ﬁﬁ#o?‘:o

W@ T, iR OsET R ﬂ%ﬁ&®% BOLIT, A% 4 HETOE
ER M OMAEIZ Y | RGO 2T @Eﬂﬁﬁoto

L= T, %%E%ﬁ%fﬁ%ﬁﬁ&ﬁ%ﬁ@ ZRWTERYD BV IS O P RUIX
REnizmoiz, (B 42)

(6) EASHABRAESR (Sv ) @
7 v b AT RAERMERBR3. (1T, BRIEDOHEEF IR bz FZ ki
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ONWT, BEEE ARG 5720, Wistar 7~ b (—REME 25 PT) OFIR 6~19 H
WA Y FT7 =il (R 0, 1, 10 KT 100 mgkg RE/H ., %5
0.5%CMC-Na /Ki&ik) LT, FAEFEMERBRA BN FhE Sz,

BEW ClE, MIAREOREBITRD b o,

FR V2 Cl, 100 mg/kg RE/ H &% 51 CRAISETEE O R4 1t®%§fﬁ$ﬁﬁ@/&@

MERH B, 10 mglkg (RH/ H DL E#GHECRRTARFE OFEELSE O i OV
R m@%ﬁﬁﬁ@ﬁmﬁ%w%mto

AR LV RIICBIT 2B b EEE R, 1 mgkg AHE/H THDH EHE %
bivlz, (ZH43)
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. B ERT

SR -G AW TEE [ F 7 =)v ] ORMEREEEAMN 2 £ L7,

7 v M HOWTEEMANEGRBROFE R, A Y F 7 =3 b % 168 RIS
93.1~98.6%TAR 23HRit S dv, FEPEMGREIIAET FRR B OFEF TH 572, Tmax 1
[phe-14Cl1 vV F7 =V HEHR G OM 2R E | 8.3 FHLINTH o7, Hdael
HILE 2R < & BRI L OB ofm Lz, IR, #&, 83, W4 &Uﬁﬁ¢;m
ST M1, M6, M7, M8, M9 (X M10 & 2\ \ELZ b DIAIRETH
D, EERHREIL Y = = VEEOKER L, T X REEA DMK &S TH D
EEZ T,

KFE % O TR IR N TE A R ER S S S VTR, AT R~ OBATIZ D 7 2B X
vz, FERFHWIT, M1 KON M4 TH Y, KRBT 5 FEHREX, 7R
FEAOZEIZE D M1 KOM4 OARKTH Y, Zbld, S HIZJAHEICRH S 4, i
WIRERR A T ICIR D A END LB 2 BTz,

KRERWT, A FT7 =0, @ M1 KO M4 2008 baW & Li-tEmike
ARERN I S 7o, AT (ZK) IR DA VY TFT =N O mfEld, ki 30 B4
(ZIHE L 72 20K 0.08 mglkg Tdho7z, AIEERIZIRIT HEM M1 K TOYM4 1%, Wi
DORBRXAZBN T H ERRFARm Th -7,

BB RN D, A VYT TR GIC L5203, FICH., &L OB
HBOLIIZ, T v T, MEREE 52 BEE U CRITE ORI G R EE
S, MEREIEME O TTHESHER S22, BB W T H OEER A DR
INTERD B2 o7,

FEIMANE, BHERBIC KT DA, AL OBEEIEITRD bR o T,

BFEABRAE R D . BEMF ORGSR G E Z A VT 7 = BULEH D)
ERRE LT,

KRB 31T D MR B K O/ NIRRT 33 1RSI T 5
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#& 33 FHRICBITIEFSHERVR/NEHEE

. TR B/ -
sl (mg/kg A/ H) (mg/kg A/ H) =
Zv k|90 HIH 7 - 29.7 T ;148 MERE - T.Chol 304
ivstes I : 35.1 Mt 178
e N T e
TERT | M- 2.83 e : 27.9 HERE - T.Chol HHIE O
187 | 3.70 i : 37.3 eyl |
2 o — HE : 79.2 WERE - AT S SRR B R
BB | M — ME ;105 TERK
b M - AR PEEE
(FEDANEITFRD Hi72)
2 AR BEW) BlEM) BLEW)
BHHABR | P I : 3.35 P I : 66.8 WHERFE - (REEHINEN ) S
P itft : 83.9 P itft : 831 IRENY - IR
F1/4 : 4.05 F1/4 : 80.6 (BIHARIC X D BTFE O
Fi it : 95 F. it : 941 SV ARAAY
PREaLY)] PRELLY)
P : 3.35 P I : 66.8
P it : 4.16 P it : 83.9
Filft : 4.05 F1 % : 80.6
Ty 4.74 Fitf : 95
SRR | BEROME : 1,000 | BEMERORE : — | BEMERORE
i AT R L
(fem TEPEIERE D B 7aw)
~A |18 WA | HE : 706 MERE - — R - TR L
FENAME | HE : 667 (FEDAMEITRRD B A7RY)
Y | AR | HE A ONRIR 300 RN K ORI - 1,000 | REEWY - (REEHS IS
B JEUE AR
(AR B e )
AX |90 HfE | KE: 12.2 M 51.1 MERE © ALT BEhnss
A | M 134 i 54.4
MR
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3 T /e
B Fl BV i
(mg/kg KE/H) (mg/kg KEE/H) fi =
1 4 1 5.22 I . 27.2 e - FEHEseE M ONLE BE B e N4
T@paE: | M 5.33 I - 26.9 BE - e o EE B NAE

—RhEERE I ERERIIRE TE o T,
% /Nt R TR DAV O E &2 7”7,

7 v bR 2 EMBEDN AMRBRIZIB W T, BEEENRE TE o720y, AR
NEHECTEEINTZZEICLDbDTHoT=,

BMEEEERIT, FRBRCEONESEEEOR/IMEN 7 v N2 HW 1 EREME
FMFRBRD 2.83 mg/kg (KHE/H ThHo72Z &b, ZNEBRILE LT, 248425 100 T
Br L7 0.028 mg/kg A8/ H %= — HIBEGFAE (ADD &R ELT,

ADI 0.028 mg/kg 1A/ H
(ADI 3 ERILE L) 18 7 R
(Eh)Fd) Z v b
(911) 1 4
(B 5 H51k) IRERF G-
(M) 2.83 mg/kg {&E/H
(24750 100
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B 1 o A 5 R TR >

Rl i) b%4
M1 DCIT-Acid 3,4-dichloroisothiazole-5-carboxylic acid
M2 | 3-CIT-Acid 3-chloroisothiazole-5-carboxylic acid
M3 4-CIT-Acid 4-chloroisothiazole-5-carboxylic acid
M4 | Anthranilonitrile 2-aminobenzonitrile
M5 | Anthranilic acid 2-aminobenzoic acid
M6 2-amino-5- 2-amino-5-hydroxybenzonitrile
hydroxybenzonitrile
M7 | 4-OH-S-2310 §3,4-d?chloro-1\/"(2-cyano.-4-hydroxyphenyl)
1sothiazole-5-carboxamide
M8 | 3.4-OH-S-2310 ?,4-d?chloro-]\/—(2-cyanol-3,4-dihydroxyphenyl)
1sothiazole-5-carboxamide
M9 | 45-OH-8-2310 §3,4-d?chloro-1\/"(2-cyano.-4,5-dihydr0xyphenyl)
1sothiazole-5-carboxamide
M10 | Tri-OH-S-2310 3,4-dichloro- N-(2-cyano-trihydroxyphenyl)

1sothiazole-5-carboxamide
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<HIAK 2 A ESFERE PR >

W& R AR
A/G b TNTINTaT Y ok
al HEhpk sy &
Alb TINT I
ALP TINVHVKRAT 7 X —F
ALT TI=T I N T AT T—E
ETNEIVBELE VRN T AT I —E (GPT) )
APTT TEMHALER Sy b v AR T AT IR
AST TANRGR BT I ) N T AT 27— \
E7ng I vgEAdFy e s 7 27 I —8 (GOT) )
BrdU 57 2T AXTTY
BUN MR FEETR
Crnax o e L P
CMC-Na HNVRFAF Lo —AF K oA
Cre JVTrF=r
Eos L ERER SR
VINEINV KT AT 2T —F
GGT (=y-INHIN T UARTFHZ—E (y-GTP) )
Glob A=) IVg
GST-P R TN A F A -S- N T AT 2T —F
Hb ~NEZuney (EGaHER)
Ht ~< 7 U MAE
LCso I BRI
LDso VB
LUC RILFEY AR
Lym U L/ EK
MCH B SpNIIEENIINEES
MCHC IR M ER I A SRR
MCV SRR M ER S FE
Mon BERIK
Neu I ERER
PHI o D BIE £ T B
RBC FRIMLERER
T TH IR
TAR G () FUERE

35




T.Bil mev ey
T.Chol Hal 2Aro—)L
TG KUV ZU®Y R
Tmax 3¢ e i P B R ]

TP HEHE
TRR TFE SR U B
WBC M 1 2k Ak
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<SP >

1
2

10

11

12

13

14

15

16

17

18

19

20

21

EHD A Y FT = GRERD ARG, 2008 4E, —EARTIE

AVFT=NDT Y MBI DM REHER, kM, W X O (GLP %t

Jt~) : Ricerca Bioscience,LLC CK[E) . 2006 &4, KAF

AVFT=NDT v BT D EEIEER (GLP xhii) bR latt, 2006 4,

RAOFK

A VFT =V OFRIC RIS HEHERER (GLP %) : Ricerca Biosciences,LLC. CKE) .

2006 £, RAFK

AV FT =V OHEIHK T EMER (GLP xt&) : Ricerca Biosciences, LLC. (Ck

[E) . 2006 4, Kok

A VFT =)D HEER L EMERER (GLP %/i&) : Ricerca Biosciences, LLC. CK[E) . 2005

. RAK

TR DCIT-Acid @ 30 536 (GLP %fits) : Ricerca Biosciences,LLC. (kK
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