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E &

P EHORES 7o )El—K] (CASNo. 499231-24-2) 2O\ T, 4%
FRE R 2 TR S B R 25 2 FE 0 L 7=,

P W7o BB 1 iR NTE A (T v B ROV ) AN ES (KAG) |
Ve EFRRE, etk mErE (T v b, =~ U AKROS X) | BHEEME (7 v AT X) |
R (T FEO~TX) | 2#REm (Z > 8 | BAEEE (v REORUH
X)) | BlaEEORBREETH D,

HBHEEERBRE RO, 7V EL— MEEICX 2B, BITEE G
H) o Al R AERSE) | BRI (A ERGHIRRAERSE © 2 > 8) | Eh& (e
BIE : 7 v ) ROVNME (BEZERE . 4 X) ICRO b, BIHREICKT T 5 28,
ERTTENE R OVERICEB W TR & 72 2 B am BT b o7z,

Z v M a2 AW 2 ERIFE D AMERRERIZ ISV T I T AT R I OV FRR IR A e
N AR K OYEE D AR, ~ 7 A& =2 18 7 H B3 AMERBRIZER W T, I TR
BRI D3 AL BEFE DIEINA I ENGERD BTN, TGO AT EREEICL D D
DEITBEZHELS, FHMBICY 7TV BELRET 2 Z LIFAEETH L LB BN,

BHRBAE RN D, BEMK RN EYOZZETMEMEEZ 7a ) EL— |
BULEOR) | HEMT ORETMSEWE L 7 e ) EL— N ROREHY F
ERRE LT,

KRR CEONTEEEED O bi/MEIX, 7 v M AW 2 4FERBFE D AR O
6.37 mg/kg KE/H TH-T-Z &b, THRERILE LT, Z8ffH 100 TRLT-
0.063 mg/kg (AH/H % — HERFAE (ADD) ELE L7z,

Flo, /mr b UEL— FOREBRRAOFLGFEICID AT 5D & 5 w2
RO LN T2, 2SR (ARD) 135 ET DB N0 &l Lz,



I. MR REEOHE
1. A&
F F A

2. AP D—HEA
4 v r7uav)EL—|
H4, : cyclopyrimorate

3. %4
TUPAC
4 :6-27ma-32- 70 7aN-6 AT N7z /)XY X 41 )L
ENRY 4TIV ARF T L— b
%4, : 6-chloro-3-(2-cyclopropyl-6-methylphenoxy)pyridazin-4-yl
morpholine-4-carboxylate

CAS (No. 499231-24-2)
4 670327/ a6 AF N7z /) F)4EY X T=)L
4-F)VRY UHNVRF T L— B
%4, : 6-chloro-3-(2-cyclopropyl-6-methylphenoxy)-4-pyridazinyl
4-morpholinecarboxylate

4. HFRK
C19H20CIN304
5. FE
389.83
6. BERX
— O
d NH
\__/ o
a—<:§~0
N-N
7. BARDEE

vrure b= I, Z3RAat (Bl ZHHMEET 7 e RAlath) 12X B
P& SAVIZHTBUEAE OFREAIT, MEE DL « DRFESUIARED « ZFIERA L 0 IS
., aF /A FEGHRICEEG L, Bz T LELALNTWD,

7



Ala], BEEEUGRREIC D < BB ERHEE (Il « BHEKRE) KO FE~ D I
R EDEZE N2 SN TWD, AN TORERIL/2 STV,

]

H

ENEd



I R2HICRLIFABROBE
SAEMARR (I, 1~4] X, > 7o VEL— DU XD UBRO 3 K6
DRFE%E UC TEFH L7=b D (BLF lpyd-“¥Clv 7 mrbEUEL—R] L), ) |
FARY VBRO 2 DORFE 1UC TE#HLZH D (BLF lmor-4Clv 7 n vy E
L— k] EWo, ) ISR B oY) XU BRO 3 KN 6 (LD mHEE 14C
TR L7Zb 0 (LLF lpyd-14CIB) &9, ) #HWTEMI N, BEHRIRE

K OB EE LT, FRICHT D 2SN E A I3 RE (

il =N
Ny

Tl — hDOEE (mgkg Xidnglg) ([CHE LIEE L TRLT,
R 53 FRAD FARIRTE RS TR S O SRS FR TR 1 L OV 2 IR STV B,

1. BEREaHER

(1) Sy bk
@ ®I

a. MAAEEHER
Wistar Hannover 7 v & (—#flfii#% 5 VC) (Z[pyd-4Clv 7 eV €L — K
NiElmor-14Clv 7 v L — % 2 mg/kg K&E (LLF [1.] B8\ T HEH
] LW 9, ) T 400 mgkg AE (LAIF [1.] iIZB8WT IEHE] Lo, )

THERE O &G LT, mhREHER IO W TR Sz,
i, ML OURMER PP ENREER) N T A —=F TR LIRS TWD,

tEe) b mel

HORREDOW AL, Mg LV H2m &k OFRMERT, [pyd-14Clv 7 o) £ 1L — k
X0 Hlmor-14Clv 7 v vV £ L— h THEAFRESHTH o7,

(M2, 3)

&1 &M, ORRUOFMEKFEDSEZM/NTA—4
- Ak A [pyd-14Cl> 7 v v €L — k [mor-14Clo 7o vl EL— R
ﬂ B5 R 2 mg/kg A | 400 mg/kg /A | 2 mglkg /AH | 400 mg/kg (AR
PERI 1t i3 1t i3 Jii3 i3 Ji3 i3
Trmax(hr) 1.0 1.0 12.0 24.0 1.0 3.0 6.0 36.0
4 Crmax(ng/g) 1.50 1.47 94.0 109 | 0.567 | 0.707 | 50.7 55.5
i T12(hr) 38.9 45.8 27.7 23.3 68.2 67.0 77.8 58.9
AUCo-o(hr - ng/g)| 15.8 16.3 | 4,260 | 6,010 | 26.5 335 | 4,950 | 5,980
Tmax(hr) 1.0 1.0 12.0 24.0 1.0 1.0 6.0 6.0
ik Crmax(ng/g) 2.59 2.37 148 166 | 0.755 | 0.887 | 60.7 58.3
it T12(hr) 9.99 17.6 10.2 11.4 38.8 37.2 31.3 35.1
AUCo-(hr * ng/g)| 17.6 15.1 | 4,820 | 7,150 | 18.9 23.7 | 2,690 | 3,850
Trmax(hr) 0.5 0.5 48.0 48.0 3.0 3.0 12.0 36.0
i Crmax(ug/g) 0.648 | 0.409 | 31.8 54.5 | 0.424 | 0.485 | 41.0 66.6
B T12(hr) 118 119 177 69.6 221 205 351 124
AUCo-(hr * ng/g)| 28.7 299 | 9,140 | 6,610 | 69.5 88.1 | 21,900 | 13,700




b. WRUNEE
AR HEIEERER (1. (1) @b. ] TH LN, R, 77— VBRI — 7
AR OFER T GE O R SR, KRR G TO R L bIET
91.3%., MET 89.6%., mHEHGHTL & HRET47.5%, MT 70.4%Th -
o, (W2, 4)

Q@ ##

Wistar Hannover 7 v b (—#EHERES 3 JT) 1Z[pyd-14Clv 7 v U EL— |k
iZlmor-4Clv 7 r Y £ L — FABHEIIEHECTHRERO&EE L T, K
W AT R BR DS S0 S A7z,

F= Efigirs S OSHEAR (36 1T D 7R R B BEIR FEE 1R 2 IR STV 5,

FHRR AT AR AR, FHE N OMEREIZ X 222135380 63, T, B s QWG
TR WS BBIRENRD bz, 2 TORGHEICB W TR G 96 FefilfZ1C
[N S A7 i REI L 8.08% TAR LA F CThH -7, (B2, 3)

1R - IgR 2 B B\ RO Z L 2 — T A LS (LLTRIT, ) .
10



=2

FERBFRCEBICE T 5ERBEHRHEEE (ng/g)

Rk A

rhE

P
5]

Tomax {1 *

G- 96 il 1%

[pyd-14C]
v/t
UEL—

mg/kg
(UNGER

1t

B (6.59) . ATIE(2.77). 1fffE(2.39).,
fEpE(2.10), 4 M(1.35). LMiE(1.07).
fiti(0.879). 7RIMEK(0.716)

FRIMER(0.081), 41M.(0.058). ATl
(0.056). Bi#%(0.031). L:i(0.016).
B (0.013). Afi(0.011). iffE(0.006)

i (5.93), M4E(3.90). KEME(3.75).
RFlg(2.57), 41f.(1.99)., D l(1.42).
fiti(1.38), FRIMER(0.909)

FRIMER(0.097), 4=1M.(0.067), ATl
(0.045), Bh(0.034), LME(0.017).
Jiti(0.016), FAH(0.014), 1 —H A
(0.013), 1Mm#%(0.010)

400
mg/kg
(LNGER

MAE(107), Bhg(91.3), FFiK(89.9).
£1M(83.9). FEME(56.4). hii(47.4),
FRIMER(39.8)

FRIMER(14.6), 21f(10.0). ATl
(4.53), Eg(©2.72), LE(2.43), Hifi
(1.61). AER5(0.888). MM#E(0.791)

MmAE(188). AFlF(132). B (82.6).
£ 1M1.(82.3). Miti(80.2). [Mg(70.9).
FRIMER(61.8)

FRIMER(26.4), £1M(15.9), &l
(4.22), FFlg(4.16), Bfi(3.85), Ll
(3.59). Mg(2.11). Mm#E(2.02)

[mor-14C]
/e
JEL—

mg/kg
(LN

i (4.25), FFIg(3.70), BERE(3.05).,
JoRER(1.02), FERR(1.02), MmE
(0.962), IEMIEEY » /<Hi(0.757), fifi
(0.721), 41f(0.697) . RiSZHR
(0.650). fafr(0.606), FRAR/ bR
/MA(0.603), FRIMER(0.573)

i (0.319), B hi(0.266)., i
(0.115), JER(0.111), FRimLER
(0.106), 4:1f.(0.094). Mafi(0.089).
fiti(0.084). EII%$(0.082), ML#%(0.078)

W

i (5.61), AFlg(4.55), BEE(2.42),
el (1.64), 1Mm4%(1.26), FEE(1.23).,
421f1.(0.917), KafiR(0.851), BTN Y
> Hi(0.837), Mifi(0.829), #RIfER
(0.757)

FF#(0.370), B g(0.360), IR iLER
(0.149), 41f.(0.125). FHlE(0.124).
Jiti(0.105). JEENH(0.104), 1f#£(0.087)

400
mg/kg
(NG

R (348), EEME(317). ATH#(233).
AN AR(106), FENR(99.3), MMM Y
RE(74.1), 15E(68.8), i
(59.9). £1.(54.9) . fifi(563.7). HifR
(47.9), 7RI ER(46.8)

APl (41.4), BNK(34.6), FRifER
(28.0). £1M(21.4), iE(18.5). iy
IR(16.0). fifi(15.2). 1M4E(12.9)

W

B E(213), FiR(142). FBERE(95.6).
N (77.4), Mg(60.5), IGRIBLY o
RH1(56.4), M4E(55.8), 421.(48.5) |
fiti(47.0), HUIRAR/ B Rz/IMA(44.6),
R (43.8), FRIMEK(43.5)

JHFHE(50.1), BHe(36.9), JRifER
(30.2), 41 (22.8), WENE(16.5), i
(16.4), FEI%E(16.2), MHE(15.3), M
BR(18.1), OE(12.2), 1fAE(11.8)

R B GRECIEmARRRR & BB 1 %, s ER SR CiElpyd-Cl /v BV EL— T
PrE 12 %% . [mor-14Cle 7 v B U £ L — T 6 %

®

IREOFE ISR (1. (1) @a. ] 1281 2 B 5% 96 Wil O R & O TN AR
T BEEAER (1. (D @b. ] 1281 5 #5-% 48 ] DI & W T RE -
TE B AR S S Tz

IR. RO OEZAFHPITR 3 IR SNTN D,

R 7 0 7 7 A VA E R OMEREL X 2 B R 2T bR T,

11




RE ORI FIZB N CTEZ(LO T 7 a B Y E L— MNIBHE ST, FEAHD
X B, BOJ L7 v BiaAaR, FEOK T, 132 C, D, D OiFEfasK,
E. G XN B@RO BN, BFOTRASE L TRENDOT 7B EL— I
WA B, C LOYD B bz,

7y MBI Sv7av ) €L — hOEBERBIREIZ, OO \~— MNEGD
AN X5 B X OVF o4&, @R B 07 v v VA RO AR X
137 = = VBROKEREIZ X B C. D KOV E o4k, OR#E% F OBIZIC
Lo G D4R, @OFARY UHEO 7NV E TF A AEIZ X R J
DR, EDHDANT T —VBEREER~DERTH L EEx b, (B
2, 4)

12



F3 R, ERUVBETHOEEKHY (WTAR)

BE | v 7
i &; }Lﬁ sk | | e it
(hr) | L—F
B-GA(24.9), B(23.4), D-SA(3.93). C(3.60),
5 o <LOD D(2.8;) ). B(23.4) (3.93). C(3.60)
2 e # <LOD |B(15.4), D(8.65). C(7.16)
meg/kg JEY} |0~48| <LOD |B-GA (29.9), B(3.05)
(LN R 096 <LOD |B(61.7). B-GA (13.8), D(3.16), C(2.29)
[pyd-14C] M| # <LOD |B(5.31), D(3.30)
/A= JH{t |0~48| <LOD |B-GA (25.1), B(2.47)
JEL— B-GA (18.1), B(8.29), C(5.40), D-SA (4.65),
’ K K o~9s] HOD |D2.65). E0.63)
w00 | [ % 17.6 |D(10.9). C(9.95). B(5.55). D-SA (2.91). E2.17)
mg/kg iyt |0~48| <LOD |B-GA (26.8), B(2.26)
(LN R 0~96 <LOD |B(34.0), B-GA (13.1), D(2.53), C(1.99), E(0.75)
| 3 32.2 |B(5.90). D(3.20)
JEYf |0~48| <LOD |B-GA (46.2), B(3.27)
R 0~96 <LOD [F(42.1), UK1(14.9), K(7.02). G(3.17)
| # <LOD |UK1(0.16), G(0.01)
m;kg JH¥ |0~48| <LLOD |J(1.19)
e R 0~96 <LOD |F(41.1), UK1(18.6), K(8.71). G(2.26)
[mor-14C] il <L.OD |UK1(0.24)
/A== JH¥ |0~48| <L.OD |J(0.62)
VEL— R 096 <LOD |K(16.0), F(15.4). G(13.7). UK1(5.50)
k M| 3 15.9 |UK1(0.15). G(0.01)
400 JH¥ |0~48| <LLOD |J(5.23)
n{lii%g | | <LOD [FA7.9. K(108). G(6.79). UK1(2.99
M| % 38.3 |UK1(0.03)
JH¥ |0~48| <LLOD |J(6.27)

<LOD : f# HFR A A
GA : 7 v7 o URRAAAR, SA : TERE &I
UK1 : E/VR U A& SRR FEEL B4

@ Bt
a. REUEHHE
Wistar Hannover 7 v b (—#EHERER 4 JT) 1Z[pyd-14Clv 7 v U EL— |k
iZlmor-14Clv 7 r B £ L — M EHEIIEHE CTHRERR D& 5 LT, JR
o OV BRI 23 St X v 7,
F5-4% 96 RFH D IR e O g P RIIR 4 IR ST D,
5% 96 B OA, JREOFEPIZHET 92.3% TAR~96.1%TAR, T

13




91.6%TAR~97.1%TAR kit X, KA ERERECIXIEITRFIZ,

e BB G

RECIERITREOIEP ISP S 7o, BEkii, &M OMERELS K 2 B35 70781350

D LRI T,

(2, 4)

x4 5% 6FEORRUVEDHME (WTAR)

e AR [pyd-4Cl> 7 B Y £ 1L — h [mor-4C]l> 7 v vl £ L — |
&5 & 2 mg/kg (K8 [400 mg/kg AHE | 2 mg/kg A8 | 400 mg/kg FHE
PRI Ji3 i3 Ji3 i3 Ji3 i3 JAi3 i3
R <LOD | <LOD | <LOD | <LOD | 2.14 1.64 2.12 1.09
7 61.8 | 829 | 44.7 53.8 | 82.0 | 817 | 713 | 537
# 33.9 11.3 | 51.4 | 42.7 | 820 | 824 | 227 | 423
o — DV VeEIR 1.00 1.35 0.97 0.94 1.05 1.14 0.64 0.61
HLEWNE®MET) | 0.08 | 0.07 0.31 0.11 0.18 | 0.16 0.28 | 0.15
=T A 0.52 | 0.71 0.74 | 053 | 2.84 | 224 | 3.40 | 2.08

<LOD : #H R A
a: [pyd-14Cle 7 m U & L— b T3 5% 24 FEf

b. FBi+h kit

R ) = = — L Z48 A L 7= Wistar Hannover 7 v ~ (—RElMERES 4~5 JC) |2
[pyd-4Cl> 7 v ) £ L — bk Xi[mor-4Clv 7 v ') £ L — s Z{EHE XI5
AR CHEREO&ZE L, #51% 48 B OMEH, JREOFEAERILL T, JBHHHE
THERER 23 S S 7z,

B 4% 48 RFM D REY, JR A OFEHHEIRIIR 5 IR STV 5,

RHH HEE R IE B 58 T 104%TAR~ 424%TAR., mH E& 5/ T

24.5%TAR~56.2%TAR Toh > 7,

F5 KRE®RBEHMOBT. REUEFRHE#ME (WTAR)

(M2, 4)

PR A [pyd-14Cl2 7 v ) €L — h [mor-14Clo 7 o vl EL— R
&hH& 2 mg/kg (K8 | 400 mg/kg (A% | 2 mg/kg AH | 400 mg/kg (KH

PER i3 i i3 i3 Ji3 i3 Jii3 i3
AR 42.4 | 323 | 35.1 56.2 15.3 10.4 | 24.5 | 31.9
7 48.2 | 58.0 11.8 | 224 | 70.9 | 744 | 22.7 | 34.6
£ 1.85 1.14 | 484 | 20.1 414 | 591 | 433 | 233
or— PR 1.19 | 1.28 | 0.25 | 0.46 1.24 | 1.48 | 0.85 | 0.77
HIEEWNEMET) | 0.08 | 0.05 0.39 | 0.28 0.45 0.55 3.42 3.42
= A 0.34 | 030 | 034 | 043 | 386 | 3.32 | 270 | 3.11

(2) ¥F

WHY X (TS U, —HE 1 87) (2, [pyd-4Clv 7 rbEVEL— %
0.56 mg/kg RE/H (12.9 mg/kg fEHEY) XiX[mor-14Clv 7 rE Y EL— h %

14




0.64 mg/kg AHE/H (12.4 mg/kg fEHEY) OFET1H 1B, 5 B &L
EOPeE U, ik, REOEIT 1 B 210, fk, MRS R &R 5% 22 REE L
W ICEREL L C, BV IR PN IE M R 03 S S Tz,

FREHZ BT 2R BT R 6 12, REMITER TITREN TV D

W OEGRARIZ B W T H E G RRIZ IR I HE S, #5-9% 5 AR
PR K ONFEH T 66.2%TAR~80.0%TAR HEitt X7z, Fit o D 7% i ie X
0.03%TAR~3.25%TAR & b 7=,

AR (FhR. BHg. AL ONERG) Foaofild, [pyd-4Clvz el L — F
BHIZBWLTWTNY 0.47%TAR UL T, [mor- 14C] 7rbEVEL— MR
WTHHIA R Ol C© 4.56%TAR K OY 1.77%TAR., 1Z2>O#H% Tl 1.0%TAR ;f%
i CThH-o7,

[pyd-14Clv 7 v vV £ L — NMEGIZE W TE, MR L O PR B (kD v 7
U EL— MNIROLNT, FERSE L TREW B, BOJ VY o fgRsg
KED L BZENETNHRAKT 90.7%TRR (CK#EE) . 27.7%TRR (Big) KO
24.6%TRR (&) #HSHNTZ, [mor-4Cle 7oV ElL— hEEIIBWTIX
KRENDT 7 v £ L— MIFIT GFUELN) TENIRO LNTZDHT, mﬁf
WMFE, G EOMB™ZENETNHRKTTT.0%TRR (AFALI07) | 17.9%TRR (4+
MEER ) K1Y 32.3%TRR (AFli&) #86 Hiiz,

V7t lUEL— FOWHYFIZEBT D FEMRHRREIX, O i~— NS
DBRRIZ L DG B M OVF DRk, @ORGEW B O 7V 7 b Aeia s IR DRk
XIE 7 = = VB OKEEIGIC L D8 C K O'D o4k, @R#E B, C XD
D7 ==V —TI)ViEEDRZIC L2 L o4&k, O F OBZIC &
LR G ROMOAKTHD EEZx LN, (B2, 5)

x6 HAMITHITLEERSEE (WTAR)

-l [pyod'l“C]“/ﬁ = [m(o)r-l‘*C]“/ 70
U EL— h EUEL— K

IR 57.4 42.3
£ 22.6 23.9
A — VIR 0.02 0.03
HILE (N E L) 8.34 4.23
AR 0.02 0.01
JFF ik 0.09 1.77
R Mk 0.08 0.33
1 0.19 0.89
A 0.30 4.56
=% 0.47 0.36
3L 0.03 3.25
HEt 89.6 81.6
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&1 FHMBICEHTLHKHEY (HPLC 7347)

(ng/g)

ik ~7
5 20 NN }jo Té’?
L e e L B e | T
IES grge | W | VE | B |B-GA| C D F G L M |tk | D | sk
T HE L N =
S
fiFhi& | 0.133 0.097 ND 0.093 ND | ND | ND ND ND 0.00470.036
’ (72.9) (69.9) (3.0) |(27.1)
S N L 2 . 028210172 | 0.153 Np | 0-0070.009
a 9% (98.6) (45.3) | (27.7) (24.6) 1.1) | (1.4
4
W[ 0092|0020 | 1y 0.0180.002 o | np D N | | 0002
pyd [ 12 | 221 (90, g) (81.9)| (9.1) 9.1)
-14C] | B
. P 0.017 0.014 | 0.002 0.001 | 0.003
7 % 0.020 ND ND | ND ND ND
o H (85.0) (70.0) | (10.0) (5.0) | (15.0)
) e o11s| 0108 | \p 0.107 N I D Np | 0001 [0.010
o | (91.5) (90.7) (0.8) | (8.5)
b o007 | 20% | N 0-086 1 b | ND | ND ND xp | np |20H
R (88.7) (88.7) (11.3)
" 0.155 0.154 0.001 | 0.016
J& 0.171 ND ND | ND | ND ND ND
(90.7) (90.1) 0.6) | (9.4
1% o011 9% | xp N R D 0.004 | 0.002 | 0.002
+ .
Wi (81.9) (27.3) (36.4)| (18.2)| (18.2)
1.69 0.360 | 0.197 0.892|0.114 | 0.122 | 1.08
R | 2.76 ND
(61.0) (13.00| (7.1 (32.3)| (4.1) | (4.5) |(39.0)
1.98 0.772 | 0.404 0.478 | 0.140 | 0.187 | 0.730
g | 2.71 ND
(73.1) (28.5) | (14.9) (17.6)| (5.2) | (6.9 |(26.9)
4
B[ 0 g0q | 0265 | \p 0.128 | 0.058 0.034 | 0.038 | 0.007 | 0.059
[m‘”]f w2777 s1.9) (39.5) | (17.9) (105|117 | 2.2) |(18.2)
-14C] [y |2
. 5 0.283 0.111 0.166 | 0.006 | 0.033
27 %0316 ND ND ND
ae | |® (89.6) (35.1) (52.5)| (1.9) |(10.4)
e 0070 | 0055 | (1 0007 D | 0-006 | 0.0420.024
| M e9.) (8.9) (7.6) | (53.2) | (30.4)
b 15 | q06] OO0 | np 0021| \p | 0:0160.024/0.045
Wi v 1527 (57.5) (19.8) (15.1) | (22.6) | (42.5)
(=) 0.100 0.016 0.008 | 0.076 | 0.036
J& 0.136 ND ND ND
(73.5) (11.8) (5.9) |(55.9)|(26.5)
s |15 | g | 0730 ) 0.030 | \p | 0-161]0.539 | 0.044
¥ ) —
Wi (94.3) (3.9) 20.8)|(69.6)| (5.7
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A

*

A 0.457 0.394 0.063 0.055
<~ [0.512 ND ND ND NA

by (89.3) (77.0) (12.3) (10.7)
7

() : %TRR

ND : i Shd NA: &4 RS2 G RV eomit s g

GA : 7 V7 o VR AR

a: [mor-14Cle 7 v vV £ L— NEGHEC T D )FIE. B, A OMUREE) . BB (ET) WY
W (B ORAF A I L2) 1290V TIE TLC 2l % 7z,

bi v/l E L= MIEBIERR S O—# & LTHE

2. EPHERNEHRHER
(1) K%

IRENTRy MREELKR (W =2 e b V) 12, [pyd4Cle 7 a v’ ) &
L— b XiZ[mor-14Cle 7 v v £ L — k% 350 gai/ha D& T, B 5 A% (1
Bl HALER) R ON40 H: (2 [\ HALFR) (Z/KEAFEL 7=, 2 RIEAFE 30 B (
FIEREOY) (TR 2 B e X IEM A4, 2 A HALEE 68 Hi% (Bl HER]) |
Tk, bak, TS K OMRE 2 BRI L T, MW IRPNE G RERA FhE S vz,

ZEH R OREIRE IR 8 IR SN TV 5,

BAEINFER OFEH T OB U REIRE 1L, BT CTRLEL, KWTRD L, b
HHDNETH Y | AIREHOZ AT HIK< 0.066 XX 0.176 mg/kg Th o7z, E
HRHE LT, CKROD (Wb VI a— A ka2 ETe, ) WWONC F %
NENRKNT 22.0%TRR (b 45%) . 14.0%TRR (GE3EES) KT 31.6%TRR (3
HEIR) FD ST, IEDCRE O 7 v EL— F R OME B BB S
7208, W h 10%TRR Kiili TdH - 7=,

AKRIZETH 7 vl EL— hOEERHBREKIT, OBV A~— MES OB
HZ X5 B KON F O4ERL, QR B O 7 = = VEROKEEIZ X G
¥ C EROD O, FOHD IV a—AASEKOERTHY . V=1, ~3
v —REORPIRERR S ICRYIAEND LB DN, (B2, 6, T)
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&8 BHHMDPOKHIYEE (mg/ke)

_— ey | RERER | HOH | v | FhH
Rk | U R | ®Eisy | vVUE| B C Ca D Da F T
L—F
5§i§;5 0.867 0.581 | 0.0204 | 0.0291 | 0.0315 | 0.111 | 0.0424 | 0.122 0.286
7l< .
i) (67.0) | (2.36) | (3.36) | (3.63) | (12.8) | (4.88) | (14.0) (33.0)
[pyd-14 =oe | 187 1.10 | 0.0048 | 0.0742 | 0.0644 | 0.202 |0.0979 | 0.213 0.763
Cl>z | ™ ‘ (59.1) | (0.25) | (4.00) | (3.42) | (10.8) | (5.28) | (11.5) (40.9)
=)
0.0311 0.0350
FL—| %X | 0.066 (47.0) — — — ND — ND (53.0)
’ 0159 0.0426 | 0.0692 | 0.0107 | 0.0316 0156
HAEk | 0.317 | ND ND ] ) ‘ ) '
(50.5) (13.6) | (22.0) | (3.40) | (10.1) (49.5)
BE | 10.9 —
;;fj%gi L 02 0.649 | 0.0169 0.321 | 0.370
i) (63.7) | (1.66) (31.6) | (36.3)
[mor-14 Fe | 179 | 110 |0:0042 0.557 | 0.684
C]iff " ‘ 61.7 | (0.23) (31.2) | (38.3)
= e
0.0218 0.154
FL—| XXk | 0.176 — —
k - (12.4) (87.6)
0.103 0.386
#% | 0.488 — —
bk (21.0) (79.0)
FRED 2.12 —
( ):%TRR ND:HHi&h+ — Oy /. ERSiriss Ean-oBmtshd

a: Ja—AfAEIKREETe,

3. LTEPEGHAR
(1) FREEKLIEDENHAR
figE = (R0 29K L 26 2 2°COMEFET T 16 HH 7 LA v 2 _— | L72#&,

[pyd-14C] >

7 VEl— h XX

Ilmor-14Clv 7 v U £ L — % 1.2 mg/kg

ToORHETOUEL, ThEhkxE 182 X 168 HEA v F =2X— K L THEXH
TR HIEPEMG R e S -,

OB D FR R T RE K

60

O i 33 9

2, HEEERIIEE 10 IR ERTn

HRWEAREERF DO 7 e ) £ L — M, AHEZD 99.6%TAR KO

94.2%TAR 72 5

AR T HRFIC

11.5%TAR TN 12.3%TAR & 72> 77, FES Y

LT, BEOF NEK 67.4%TAR (ALFE 182 H%) KMX21.0%TAR (XL 56

H1%) &

140 H#&ITAKR 10.9%TAR £ THINL .
AHHE %25 K 3.00%TAR #88 b7z, CO2l

18

B BTz, KEDEEEIX. [pyd-14Cle 7 7 ') £ L — FMLHE CIILH
[mor-14C]> 7 v v £ L — MLFTIZ
1. RERIK THEZ 0.80%TAR K&




19.6%TAR 588 H 7=,

[mor-14Clv 7 v v ) £ L — MLBLIZEB W T, FHZRE ITLPE 168 H#ICIX
44 6%TAR F CTHEAN L. 0fiF F MK 8.94%TAR (JLEE 84 H%) 78 b7,

WHE TR ToOv 7 e ) E L — FOSRITIERE THE L E, TP o
IRCAE NG T 5 B 2 b,

R TEICBITF AL 70 ) L — FOEENERKIL, A Aw— K
FEAOBRZIC L 20 B LOF OEKRTH Y . HEHIZ CO2 DAL Ol
BRIV IAENS EEZ bz, (R 2, 8)

K9 FAMPORBBINERVIEY (hTAR)

4 RLFR 4
mad s | U | e | mae | DS | | k| cos e
SN Lo s
I
0 KiE 3.32 | 3.22 |0.10 <LOD| 0.34
THEfE | 100 99.6 |0.10 <LOD '
| o8 7}<JJEE 4.77 | 0.19 | 4.58 <LOD 011 | 5.96
o THEkE | 93.2 | 48.6 |42.4 2.46
[pyd-14C] a4 7KF 7.00 |<LOD|7.00 <LOD 0.32 | 963
/A== 58 | 86.8 | 20.8 |66.6 2.29
Ve lb— K& 9.14 |<LOD|9.14 <LOD
b 182 sm | 787 | 115 |67.4 516 | 080 | 190
o1 V= 2.18 — — — .
I T | 101 96.9 | 2.07 <LOD ’
V= 2.07 — — —
B | os2 | 894 | 5.47 <op| | **
0 VN 3.00 — — — = oas |
THEfE | 985 | 94.2 0.00 | 0.68 '
V! 0.87 — — —
28 — 1.85 | 28.1 | 6.46
[mor-14C] " if;f Io(;g 50.8 13.5| 1.41
vrar | /K)E . - - -
VEL— o6 g | 53.2 | 24.4 21.0 | 3.04 5.18 1 36.5 1 7.18
" gq [ 2UE | 133 — — 18920 | 44.4 | 8.94
THEfE | 45.0 | 20.2 189 2.33 | ' '
K& 1.13 — — —
168 +HEE | 35.0 | 12.3 16.4 | 4.69 19.6 | 446 ) 7.61

<LOD : MHRAAG 7 S 2 S v omitisnT  —  ofre s
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x10 HEFREH (BH)

- D =
SR e | ammB SR ¥
-14 N
[ﬂzﬁ}qglj:?gj 23.9 169
[mor-14C]> 7 1
e 27.8 5.2

VR T VA AN AV Y s n eyt B
o REERRHE S R O AE T oS B bR S,

(2) FRMLIBEPERHER (58 B)

HE - (k) 12 [pyd-14CIB % 0.85 mg/kg ¥ O & THRE L, 25+2°CD
REATC. Acds 180 HIEA > 3% = _X— | L TR B3P ay sk BR 3 30 S 7=,

AU OB B Re L OV i3k 11 IR STV b,

R LER Oy B 3L ER O 102%TAR 7 5 3 UER#& T K IC
34.T%TAR & 72 -7z, TEREASE LTREND B @D B, 1Z0ITEHED
REVESRED e KT 2.4T%TAR 388 Hi7z, CO2 [ LRBAKL THFIZ 8.97%TAR
P B, AR I 180 H%I21E 50.8%TAR & 727,

IR R T o5 B OHEE 1L 88.0 H & R iz,

R HEIC BN T B 1% CO I RSN 51Th, HEPOMAMIC X
DR SNt IHEREICERVIAEND EEZ LN, (B2, 9)

& 11 FHMPOREBEBRSERVSHEY (RTAR)
WP

. . FhH
[ W x ’ R
BRI X i% MHHE | 5 e €O | g

0 102 102 <LOD — 0.71

28 71.8 71.2 0.60 2.29 29.7
W

84 53.4 50.9 2.46 5.85 43.6

180 41.0 34.7 6.29 8.97 50.8
e 28 87.0 87.0 <LOD — 14.7
A

84 78.5 78.5 <L.OD — 27.0

<LOD : BHRARG — : o3
a: HEORRBTESFDOEFT T, B—ROoORKIEIL 2.47%TAR,

(3) TIEWALEHAER
5 RESEOMEN 3 [ NEEEL, v NEE L (ORVDQ) | Wi AE L
LOWEE L, Wb ) —] % 7z B NiE sk A 52 < 7z,
BB AW EREITER 12 1R ERTW5,  (BE 2, 10)
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& 12 BLEICHETD2RRERYK

+- 4 Kadsg Kadsp,, Kdesp Kedesp,,
TV NEEEE A 6.88 334 6.81 331
TV NEELO 19.3 687 26.5 943
v NEEE Qe 8.51 810 6.51 620
bl /8 1 24.1 693 23.9 688
b+ 1.05 198 1.28 241

Kadsp } (X Kdesp : Freundlich OW 56250 OS5
Kadspoe Jr O Kdespye : SR B G A RIZ LD MHIE UImWEREK OSSR
a s KK g

(4) TEREHER (5% B)
A FEFHOENLE (WL (FR) kOEL (OHE, O, @) ] #H
W03 B D B 5w R 728 ke S T,
& HEICBIT AWEREIIE 13 IREA TS, (B2, 11)

F13 BLEICBITIRERE

i Kadsg Kadsp,,

1t 0.217 38.8
B +Da 1.15 38.1
R SO 0.191 16.9
B 1©» 1.15 23.7

Kadsp : Freundlich O W 525
Kadspy, : IR F A RIZE 0 MHIE LT ERE
a s KILJK 1t

4. KpEGRER
(1) MK EEER
pH 4 (7 = UEefEfEie) . pH T (V U EREEHR) XU pH 9 (O 7 BRREMEIR)
DB WA IZ, [mor-14Clv 7 vV EL— % 2.0mg/L & 725 L 512
L.50°CORSETT 5 ARfIA > & 22— b LTRSS RN R S i, & 512,
pH 9 (7R v EERR ) DI EEE IR I [pyd-14Cls 7 1 ') £ L — b X|Z[mor-14C]
vr7urlEL— 2 20mg/L &5 X5 ICEIL, 15,25 X 50°C ([pyd-14C]
rmrbEUEL— MI25COH) OBEET Tk 30 HFA % = ~X— | LTHIK
Oy PR RS FEhtE X Tz,
pH 4 KON T OFFEEIRFIZBW T, 7 e U EL— MIUT LA EofiEd
TLRETH T,
pH 9 OREEIRFIZHENTIL, 7 1 U E L— NIRRT S .
TESEME L TB KO FRZENENHRKT 79.3%TAR (25C) KT 97.3%TAR
(50C) M &7, pH 9, 25CIZHBIT 57 v v Y E L — F OHEE R HIT
14.6~17.7TH & 2 b=,
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vrua el E L — FOEENKSEREIE L, I~ — MNEGORZEIZ L 55
i B O'F AR THD EEZ BN, (BR2, 12)

(2) ko> REER (5fE9% B)
pH 4 (7 X VEafEE#R) . pH T (V VEEREETHR) LU pH 9 (K U BAREER)
DEIREFEEIRIZ, oY B % 10.0 mg/L L7025 X 52 L7-%. 50C. K
FTC5 BEA V& a— bk L TR ERBR N i & iz,
WTNOFEEEIR T IZBW TS, Y BIInfiEed, EETh-o7z, (B
2. 13)

(3) KRS EHR EREBRRVBRK)

W U EEREENR (pH 7.0) M OVEEBAK (pH 7.5) (Z[pyd-14Clv 7 v v
UL — hXElmor-4Clo 7 vV EL— &2 20mg/L £ 725 X5 2R L7-
#%. 25+ 1CTIRE 14 A&/ v T o7 Ot : 217 W/m2, JF : 290 nm
UIFEON800 nm LA L& 7 4 V& —TH v b)) ZHE LT, KA EER N E
M S ivlz, Flo, BEETR RN E STz,

BB O U RE R OV @133 14 12, 7 a B U £ L— h OHEE Y-
IR 15 ITRSL TV D,

RRAETHR S VA SRR & BITHIT L 2 5 fROINENFED biv, i & LT B &
O'F MK 4.8%TAR (BAK, MBE 14 BE) KOV 11.3%TAR (HRK, BE
14 %) o obhilc, &2, 14)
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14 EFHAMPORBBAEEVSAEY (WTAR)

. . SLERT% A 5 (H)
RINES. T = SN\
HEEK R AR baN. (27 0 1 . - 12
>rurl
[pyd-14C] f;lﬁ_}f 101 | 101 | 996 | 978 | 899
N ° ]
el B |<LOD |<LOD| 06 | 16 | 2.1
S KEE: | 10 | 1.9 | 30 | 30 | 9.9
IR AR . 5
vr7url
mor-4C] | 4oy | 104 | 101 | 101 | 983 | 93.4
N ° ]
- 7}/‘2_1) F <LOD |<LOD | 1.1 | 1.7 | 26
KiAEs | 04 |<LOD| 1.4 | 1.1 | 50
>rurl
[pyd-1C] f;z/b_}f 99.6 | 99.0 | 954 | 864 | 75.9
N ° ]
- 751) B |<LOD| 06 | 25 | 34 | 48
sk KIAE = 1.2 1.0 4.2 10.7 18.2
vrurl
mor4Cl | o | 103 | 99.6 | 987 | 925 | 817
2 °
f{_’l/‘jf%) F <LOD | 1.1 | 29 | 44 | 113
KlFE2 | <LOD | <LOD | 1.1 4.4 9.1
<LOD : # HBR A A
a  BELDRIFE /7 D45
£15 o0 EL—MOMEEFE (B)
e o SRR X ~
= 5 24 e T et R
1/\ nit7k *fj?ﬂai'fzk #‘VIZ / :/i‘é j(g%%jﬁ%: a HEl HTX—J‘II\\[Z‘
[pyd-14C]
e lElL—] 84.0 530
FRAER [mor-14C]
Byt 87.7 244
RaD) 85.8 170 334
[pyd-14C]
A 38.5 53.4
H kK [mor-14C]
Lt 41.0 54.2
ot 39.7 48.1 53.8
/o BEEET a: Jbfk 35°, & (4~6 ) O KBICHEE

(4) KpxoEHER (58YB. HEK)

RGBT 0 R B % 9.95 mg/L L 725 X H I L7k, 252 C Tl e
50 Kifilt /7 v 7 (BI8EE : 27 W/m2, HE : 300~400 nm) ZMREH L T

KO RRER N R S T, £, BEPTEIRIXNERE STz,

SrfiE) B OHEE FEIIEE 16 IS TV D,

23
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& 16 2fEYB DHEFEE ()

. St B G X _
fatk ER Ry FETRATT I ATk BRI
F LK 24.9 86.6 6,420

a: dbf 35°, F (4~6 H) O KGIEHEAE

5. TIEAREMER
KUK L - sl RSR) RO L - HEgE L (i) #fW T, v 7rbvUE
L— MO f# B KOV F 2 ot Gbain & U 7z Tl s it S v iz,
EREIEFITIOREN TS, (B2, 16)

& 17 TIRERBHERNE

HEE I (R)
B R o . . | ¥reBEUEL—]
SEETERTN L By
E5BR | 350 g aitha | KUKt - #EHE+ 7.4 11.3
Ok Bk a8 X 2 ULV R B e 6.6 14.1

1) o) F IV O G b S e o 7=,
a: il (e VEL—h35% BTV L—h7.0% @A,
b: /ubUEL—NEONEY BET 7o) £ — MIUE LA R,
6. EMFERBHER
(1) R EER
AKigzHWT, v7arev el — MEONIREY C JaskzEt, ) . D (8
G E G, ) MOVF 20 t8bat & LT A F R sy i S iz,
AERITBIH 3 I RS LTV 5,
7Y EL— MEICEHY C Jaakae &, ) . D (JBahkaeat, )
KOVF O RESHEIL., ZNE IR 44 BRI L7 KRG (Fabb ) o
0.13 mg/kg, H#&HAT 60 B ICUNHE L7-/kFg (Fid5) @ 0.13 mglkg & 1 0.15
mg/kg A N AT 45 H I L 7= K| (Fgdo ) @ 1.0 mg/kg Th -7z,
AR (ZK) TR, WTFoohgbaw b2 TEERARMN ThH - 72,
(B2, 17~20)

(2) BEDZRBHAR
WA (RNVAZ A FE, TRRRE - M 18R, &GHF . —HEE389) (12, v o=
EUEL— & 28 A 70 URIK 0, 0.413 (TAESIRIARE) | 1.24
(3 f5&E) KLU 4.13 (10 f55) mglkg fkt] #&5-L, LR OMEEF O 7 m
EUEL— MENIREHY B (JaahkzEde, ) o F. G, LEUM ZoHrst4
& L U= S e B 52kt X iz, At id#e s 1 Bt Nz & 5- 1, 3,
5. 7. 10, 14, 18, 21, 24 KU 28 HIZFRIL VT4 O 2 [, [Tk, Bk, i
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K OIENG 12 e 5- 24 R LA BRI L 7=,

IR 4 RSN TV D,

I OREEEIX, 4.13 mgkg fEHEGHICBO TWTHOSHT4b s
Wb EeH M ZE L CEEBRARM CTH -T2,

I B DT REY BUaE R EETe,) KNG O RKFEREIX. 4.13 mg/kg
fABH% 5EEZEB1T D 0.04 pelg (BNK) K& O 0.06 ng/g (k) T >7-,0.413 mg/kg
fakl (PRfEATE) REICBOL I, WThL ERBBEARE CHo -, v
7a e UEL— MERCRHEY F, LEXOM X, 4.13 mg/kg SEHE GREIZRB UV
TWTNbEERARE CH-T2, (B2, 21)

(3) RNBEICBITARAMTECHEEME

v/ a U EL— hOAIHKILICE T D THIEE CH 2 /KEBEY I E T
HIFREE OKPE PEC) RUOVEMRMEREL (BCF) A &2, AN ORKIEEERYE
fENFE NIz,

v/ EL— hoOKE PEC X 0.13 pg/L. BCF % 132 GFEE) . fah
MBI D i KHAEE TG EIE 0.086 mg/kg Th-72, (B2, 22)

(4) HEERE

BIHE 8 DAEW IR L R K OVBIHE 4 DS PFEW 7% B ZR O 3 Ml DN S HIZ 3
AR ARHEEFREEEZ ANT, BEMRORME T 7 rE U EL— b, S
MTiEyr7ae ) El— MR OREY F 225 amE & LIRS T
N HERS N A HEEBIENE 18 IR EN TV D,

B, AMEEBREOHEE X, FiESNMHFENS, 7 rEYEL— |
KOG F 23 R OFRE 2~ S C L 2T omHEMIZEEH i, 2o,
FNFEA~OEE D FRLO R KHEEREEEZ R L, T - FRAERIC L A7 R3O
AL 22N EDIED FIZAT5 72,

18 BREMSERINGIVOEYEL— FRURKRBYF OHTEERE

[E] B8 INR(1~6 5%) LaR/Ch EEn A (65 Ll )
T ey | (AE @ 55.1kg) (K : 16.5 kg) (K : 58.5 kg) (KHE : 56.1 kg)
=1 /K
meH (mg/kg) ff B ff E ff B ff EIE
(g N1B) | (gl AR | (g ANTE) | (g N B) | (@ ANB) | (ug/ NB) | (@I ANB) | (ug/ AN/H)
Ik 0.086 93.1 8.01 39.6 3.41 53.2 4.58 115 9.87
aEt 8.01 3.41 4.58 9.87
< Tff) PR 1T~19 E OB ERSER - BREHEE (BR72) OfERICES ALERE (GNE) .
< THEECE] : BEKFEMIC OV TR N O EKEYEIREN HRO -7 e ) £ L— o EERE (ug/

NB) | BEMIZOWTIERREN OSEEDEIE» RO 7 ) £ L— MR UOEY F O ERIE
(ug/ AR
<k (ZK) ROEEMCOWTE, &7 — 2B EERARN CTH - 7272 OBEOFFIZ L Tuauy,
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7. —HREEEEER
F v M= T R AT — SR B ER 2S S8 < Tz,

FERITER 191" EN TN D,

(M2, 23)

F19 —REEARE
” B 5= K = =
REBOME | B @gﬁi (kg KT | 0T B ﬁ’fﬁ% o
B R | (ma/kg hkE) | 88
0. 200, 600, _ , K HFGEBMK T, IR
— |zwumz| 0, 'E)E_E’fo 2,000 &é’? o0 ’ﬁé 2,000 1 1. o
b 7 (&) i ' ANy % 17
R 0.200. 600,
& | Trwin ICR | ek 2,000 2,000 — BEIC R DR L
YUA| A Fn)
[CR 0.200. 600,
ER: TR+ v % 6 2,000 2,000 — BT L ARE L
Fn)
;E ICR 0.200. 600,
| HrEEAEE 1t 6 2,000 2,000 — A2 VD
% ~ A o
2 (o)
N . 0.200.600
et A ~ UV, OV,
AR | ICR 2,000 2,000 - BHIC L B L
i vUA (& 1)
;g <D 0.200.600.
o 2 _ 1t 6 2,000 2,000 — BT L ARE L
7>k (&)
% ™
i
0.200.600
IB N N N
B E - SD o 2,000 2,000 — BEIC L B L
& TS EExg Z vk R
| & F)
B JRE, HhHE, SD 0.200. 600,
# | pH., S, .| M6 2,000 2,000 - BHIC R DB L
g |RpmmE| 77 (&)
D 0.200.600.
Mk sedE | _ 6 2,000 2,000 — BHIZ L BB L
i 7z h (&)
i 0.200.600
H SD > 20 DEEA 25— UERICLS
[ﬁl ViR = 2 VET o
MRS | ST | k6 (é% 600 2,000 | bR

) B LT 1.0% CMC-Na &2 v bz,
— R MERBEITIRE S R0 T,
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8. SAEMEHER

(1) SFEHAR
7)) E L— MEKE RO 2R E S T,
ERIZEK 20 ITRENTWVS, (BIR2, 24~26)

& 20 FMESESARERHSE (RiK)

P R LDso(mg/kg A ) . g

s P - PURL e i BESNIHER

P Wistar 7 v b ¥ 55 2,000 mg/kg K
e i 6 2000 g ik OB il L

. Wistar 7 v k SEIR K OFE B 72 L

X
R b Wb K 5 >2.000 >2.000

. = . LCs0(mg/L) BRI K OR B G A E, TEE)

oA e Wﬁg;;%é - k PRI TR, %5500

S FEdd

a: TSRS X DR, BT 1% CMC-Na /KT %,
b ;24 WRFRE BAZERL ST
4 WFER SRR

(2) SHEHHER KEHMERUVREEED)
@ B, C. D, G, L XU'M I N JFEIRIRAEY) 1~5 % H\ 7= 2Ptk
ANES TRV g Wi
mRIZE 2L ITREN TS, (BIR2, 27~38)
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£21 SHEROSHABREESE REYRUVERFEEY)
CAL7F 0 LDso(mg/kg 1A )
I )i,
BT | o e o SR
ﬁ%\é‘ﬁiﬂfﬂf S HEEM. BEREMT. R
- H i"“’ ﬂ 71>
B | SDTUR | o pong [P BTG A J% O3 )
2,000 mg/kg REH TAHI N IET
HISEENME T R OVER, MR EE ) (RIE
SD 5 b KR, AEENAL, B TR, AR,
Bb it & 646 B N BE3E )
710 mg/kg (K CTRAIN LT
S . FE—N I N 77_
o &%Z&F 2000 SER L OBET Bl 72 L
S . FE—N I N 77_
D $&2£F 2000 SER L OBET Bil72 L
= . NESNEN N f
e ﬂ%;&; 29,000 FEIR K OFE T 722 L
H ¥ EENME T R ONH K, 132 &4
- VA
La S?k&;p/_g}\ 300~2,000 N 5 AON] Hﬁﬁ’j\fi
2,000 mg/kg RH TAHfI N IET
_ ik
Me SE& ;/@F >2.000
e L
JFARIESE | SD 7 v b ~9.000 SEAR M OFETHI 78 L
) 1a It 6 PT ’
JFARIEHE| SD 7w b ~9.000 SEAR M OFE W78 L
W) 22 it 6 P ’
HE#E B A ARG K OV T REER
ﬁggnaft S]i@z[;ﬁ]\ 52,000 D5
2,000 mg/kg (KEH T 1/6 BT
FARTE| SD T b At
# 40 i 6 >2,000
7 L
FUARIE| SD T b 2000 Rt
a: WIESERRIEIT X DR, WL 0.5%MC KIEIK % 1# A,
b B RIFEEIC X DR, BT 0.5%MC KRR 214 H,
o AR X DR, BTN K &,
d ;. SRR X DR, B DMSO %A,

9. R-

28

REIZ39 2 RIBE R OB B RAF AR
NZW 4 % % 72 HR K OB & il gt
THG 1 R ISHE IR AR & O U D3GR B ALT 23,

HRRBR N FEME S AT %@ﬁ’i% IRICHF L

7T HRIZITETHEL, &



JEIZR L TG 1 BRI ICHIEE L ORIENS R BT 08, 24 B ICIT 2Tk
L7z,

Hartley E/VE > & W2 R RAEMERER (Maximization 1) 235 S 4,
FERIIEMETH T, (B2, 39~41)

10. ERMHSHHER
(1) 90 HRESHEHEER (S )
Wistar Hannover 7 v & (—HEMEMES 10 L) Z W /-iBEE (K - 0. 50,
500 K T* 5,000 ppm : AR ERITER 22 Z2H) 52X 5 90 AR
PERRER N T S 7,

F22 90 BREIEAMSEHR (v b OFHRFERE

e 58 50 ppm 500 ppm | 5,000 ppm
SEX R R R i3 3.21 33.1 319
(mg/kg IKHE/H) ki3 3.69 37.9 373

B GRETRO DN BT AITR 28 I RS TW 5,

500 ppm & G-EEOKEIZ 51T 2 AT P ERIREE DA T, FREED 55 <, =i}
(B 2 MR 1/ N7 A —ZEDOEALNEO bR -T2 & 73)15 fﬁ:ﬁ s
TlEhnweEB 2 b,

AFRBRIZH T, 5,000 ppm $ 5-HEDOMERECHF K& OVt J OVb 5 &2 ik
DR HILTe DT, MEEEMEE I TMERE L ¢ 500 ppm (K : 33.1 mg/kg A&/ H ., M :
37.9 mglkg KE/H) ThrL&EZX LN, (B2, 42)

vy

2 (RELEERALERL VD GATHELE, ),
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i 23 90 H Fﬁﬁﬁn_.\'l

EHEHER (v k) TROLON-FHEMR

PG RE Ja3 i3
5,000 ppm - PREE NN L OME R B (B | - Hb, Ht, MCV & O MCH J8/>
518 LL) - RDW K HDW 41
- Hb. Ht. MCV X O* MCH /> | - APTT £
- RDW O HDW 41 - TP, Alb. Glob. T.Chol }% O} UIBC
- PT )y (N APTT £ Hm
- GGT KO T.Chol H4hn - R ke
- TG > R OV et Ko OF B B BB AN
- MR Y >0 TIBC R ONUIBC #4000 | - /NEEH O PERT R AR AR K
- AR R L OME SRR
- JRECEHEN
- HRAR. BT M OV M OV B
HEN
- ZINEREJE MR IR AR R
o JHFHEBeU A B N A R AR
- FLRRIR A e b R AR K
500 ppm PA T | #PERT AL L CRALIIAN

(2) 0 BEMEIMESESHER (TVX)
ICR v A (—BEHERER- 10 ) & W 7=9REF (5K . 0, 100, 1,000, 3,000
JUF 10,000 ppm : PR IRE IR 24 2 ) K512 X 5 90 A MH R

AR IRt S Tz,

B 58 100 ppm 1,000 ppm 3,000 ppm 10,000 ppm
R | 13.8 139 409 1,350
(mg/kg IKTE/H) I 15.8 161 469 1,460

B GRE TR DI MEFT RITE 25 IR STV 5,

1,000 ppm & GEEOMETHFEEMINDFRD b3, FFEltta R4 5 mig 4k
{BFH) /T A —F DAL K QYR BRI AL FRD B IV > 7= DT, ji b
Bl THDH EEZ BN,

ﬂ&uﬁ%ﬁ

BT, 1,000 ppm L EFEG5#ORET RBC, Hb O Ht B %5,

Bkt e ONLL EE E NGRSO H L= DT, EEMEEIIMERE S © 100 ppm (f/ﬁ

13.8 mg/kg AE/H ., M : 15.8 mg/kg (AHE/H) THDH EEZ BT,

30
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F25 90 AMBAMEEHR (YOR) TROHONEEEMR

P 58t i3 i3
10,000 ppm - HDW #41 - T.Chol ¥4/
- TR e ONE B S
- NI ROV TR AT O
3,000 ppm LL | | - A/G Higib « Glob #ghnssss
- A/G HelEA
o 7INTE ] MR PR e A R
- [FhE sk R OV B AN
1,000 ppm 24 | | - RBC®. Hb M 0% Ht® g o BESH R K OV BN
- Alb Jb 5 58
100 ppm PR 72 L w72 L

510,000 ppm & 5B TIEHFHFAIA BEZIT RV, BRSO L H L7,
511,000 ppm LB TIIHEH A BEZIT RO, BRGSO L Hk LTz,

555 :3,000 ppm LA L3 GRETIIHRHEOAEZEIT R0, BEE 50 R8Il LT,

$555:3,000 ppm & 5B TIIAFHRAEZIT RO, BIRE G O 8 L Hr L7,

(3) W HMBEIMEHESER (41 X)
B — VR (—REMERESS 4 DT) 2 W =IREE (KA 100, 1,000 & TOF 10,000

ppm : PRI TR 26 Z208) & 51285 90 H M S EE sl 32 X
iz,

#&26 90 BHREBEIMESEHR (/1 X) OFHREERE

558 100 ppm 1,000 ppm 10,000 ppm
SRR R i3 2.96 30.2 307
(mg/kg A FE/H) I 3.11 31.5 322

B G TRO DT BEFT IR 2T IR TV D,

AFRBRITIB VT, 10,000 ppm BEGEEOHERE TONEMEAT KR K ZEA338 6 &1
72T, MM R IMERE & © 1,000 ppm (4 : 30.2 mg/kg (RE/H | M : 31.5 mg/kg
KEH/A) ThorEBxLNT, (B2, 44)

F&21 90 BREIHEAMSEHAR (/1 X) TRHONFMEHRR

H 58 Ji3 il
10,000 ppm - ALP H3/n - ALP H3/n
- FFH B OV B SN - Alb OV A/G g
- ONEMEF AR R - JFR K OV B SN
- ONEMEF AR AR R
1,000 ppm LA | wHEFT R L TR L
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1. BHESHSRRURESAERER
(1) 1 E£RBHESHSER (Sy )

Wistar Hannover 7 v b (—

BEMERER 21 L) A W T-1REE (FRIE : 0. 60,
500 & X 4,000 ppm : ‘FHRBAEREILE 28 BR) 5T L5 1 FEREMERE

FEN NS Sy TRV g W
=28 1 EMEHESEHEEER (Sv b OESRKREKERSE
B bG8 60 ppm 500 ppm 4,000 ppm
PR ERE | M 2.64 22.6 186
(mg/kg IKE/H) | Hff 3.46 30.3 241
BBGREZB T D3 IEER 29 ST 5,

AFARIZIFB T, 500 ppm L)Lj&ﬁﬁi@ﬁ&f‘%%ﬁﬁiﬂi%ﬁﬂ@ﬁi‘f 21k, 4,000

ppm % 5O ME T FRAME - B HE AR K%
ppm (2.64 mg/kg {KEHE/H)

nm &) %j/lzﬁ_@f ﬁjﬁ i% iﬁ&f 60
. MET 500 ppm (30.3 mg/kg (AE/H) THHEE

Zoilz, (M2, 45)
#=29 1 EAEMHEERER (Sy ) TREOHON-EHEFRR
B G 1k i3
4,000 ppm KRB S 1 BB KO | - BB 1 E L) o iE %
EEH D (B 5. 1 3 LARE) 51938 LARS) o O BRI (3 - 28
- Hb., Ht. MCH MO MCV /> T LARKE)
- RDW #44n - Hb. Ht. MCH }& O MCV /b
- PT & E - RDW J& O HDW #4/1l
- GGT KX BUN #4 - GGT, TP. Alb, Glob }, O T.Chol
- TG b s
- R ) o KON UIBC #40 . mlaf’ztlﬂf%&v e
- JFS R OV k] % OV ER B0 B oL AL Y
o JHHE e B PN A e B AR TIBC K& OV UIBC #90
o /NBEJE M AT AT AR K - R OV el K OB B BB 0
- ONEME R IE L - NEE YRR AR AR K
- PRPFE R OVR A b Rz il i e oK
500 ppm VL E | - JRAME bRz AR A2 b 500 ppm LA F
60 ppm T R U TR L

s AT E R THEH AR BRI RV, B G DR Lk LT,

(2) 1 FRHEESHERER (41 X)
B — VR (—REMERESS 4 DT) A2 W =IREE (KA - 100, 1,000 & T8 10,000

ppm : EERAEREITR 30 M) B5I2X 5 1 EMEMERE

7’»
—o

32
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F30 1 FEEBESESAR (1 X) OFHREFERE

5 100 ppm 1,000 ppm 10,000 ppm
LSRR AR AR B T 2.59 27.2 297
(mg/kg {KHE/H) i3 2.89 28.3 285

G TR DN RITE 31 IS TV 5,

1,000 ppm #G-HEOHETHIFE AR O by, a2 R4 5 mik 4
BFHI N T A — & DOZAL K QR BRI L 338 B L2 r > 7 O T, s
Bl ThsrEBEZ BN,

ARERIZHB VT, 10,000 ppm B G- REDOIECONEM T RIRRAE R S, 1 C i
AR E NAFERTEE AMRZE DR O 7= DT, HEM S TR & ?B 1,000 ppm

(M - 27.2 mg/kg R/ | ﬁtﬁ : 28.3 mg/kg (AEH/H) THhHEEZ DN, (&
M2, 46)

x31 1 FEBUESERR (X)) TROON-FEMRE

5 Ji ifig

10,000 ppm - (REBEImED S (B 5 IR R A | - ALP S50
- ALP & O T.Chol #4/in - R M OV B E R N
- RS J OV B FEEE N - TR AR B PN A R PR RS
o OVIE MR TR R RS R ORI | - N R ZE b o 8

PR 2 S

- IR 2Rl > 8

1 000 ppm DLF | #EFT R L wIEFT e L

DREH R BTV, RIRE GO L L7z,

B BAREE B O . BES PN /KE(Intramyelinic edema)iZ3EE T 2R AE L B2 bz, K
Eﬁg‘fﬁ@fﬁﬂfféﬁ’:ﬂiﬂ@&(ﬁiﬂﬂﬁ’mlfg%%ﬂ?ﬂﬁﬁ‘éﬁi%?ﬁ’ﬂﬁsﬁ?iﬁ(ﬂ:*Q%%@Eml‘i?&&) Y LA
no Tz,

(3) 2 FMEMNAERR (Sv )

Wistar Hannover 7 v ~ (—#EMERESR 51 D) 2 MW= iREE (JFK : 0, 160,
800 M TN 4,000 ppm : EHMAEEEIIE 32 2) &EICX 5 2 FEFME N AME
R 2N T hE S T,

F32 2ERMENAMRR (v ) OFRFERE

P 5B 160 ppm 800 ppm 4,000 ppm
R R AR B IR Jii3 6.37 32.0 164
(mg/kg RH/H) i3 8.20 41.6 216

FHREGETHRO N mEpT R GEEREMIRZ) 133k 33 12, FFliEi OHIRER
D FEREIEIEMNEIZ TR DFEABL TR 34 IR SN TV D,
4,000 ppm 558 O 1 THT A AR L OV FEER A Bl e s K OY D& 5
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DIEAEBENF BTN L7,
ARV T, 800 ppm LA EEEREDIE K TN 4,000 ppm &E5-RE DM CZ B

JERRa B (AFEetE) 2380 blc DT, HEEMEEIIHET 160 ppm (6.37 mg/kg

{KE/H) | 1T 800 ppm (41.6 mg/kg (AH/H) THHEEZ LN, (B2,

47)

CHT A A B R VR RIS D 8 AR A I = X AR L Cik [14. (1) ] 21

£33 2FERMENSAERER (Sy ) TROONEEHRR

- OB R ORGSO R

I

- FFRRJEME D o, FEAE. AT

el B PR A IR MR AR /INBE )
FFRIRARIR . O R AT R E 1k
B OV SR e B (4 )

- IR R A B b R A AR K ® R OVl

TERk

(GEfEBMERE)
FGRE i3 It
4,000 ppm - REHINENE (5 1 LR K| - ARENLE
OMEEF R (B 5 1 38 LA - BTG MO 2

- REBEIINEI(B G 4 B PRE) KO
EE AR (5 1~9 i)

- R OV b R SN

- ONEVERF ARG G0 B OV ST
fia B (i B 1)

- 8 PERIE (R o HE )

o IR IR A e b BRI B AR K e OVt
%

- AR BRI b

800 ppm LAk

- R BT B (IR )
- B PR (REFE D 39 1)
- ORI = o R

800 ppm LA T
R L

160 ppm R RS L

S MEFENAE TRV, R G0 L LT,

a1 800 ppm K GHEOHEIZ I T, FERHARICH B ZEINFE0 D2 KFEEDET LizE (8]
BEFzrEie, ) CBITLHRTHY ., BIEORE DN SRE LT RGO bigno7o 2
LD E L LigroTz,

b BN ENETT Y VRN R T AF U LR LT,
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* 34 FREAXVCFRROFEESE/ BEEREDOREHEE

st PRI 1t i
# 51 (ppm) 0 160 | 800 | 4,000 O 160 | 800 | 4,000
RAEI 41 44 47 47 41 38 35 41
75 RPN 21 20 21 | 40%* | 17 7* 11 17
i%%g}: MIRBE et | 13 16 | 25% | 39%% | 4 4 | 15%*
EW
JH i A J 1 0 0 10%* 1 1
. T 0 s 0 0 1 0 0 0 0 0
i FRA B 51 51 51 51 51 51 51 51
75 BT AP IENE| 23 20 21 | 41%* | 17 10 14 18
L@y IS frmetk | 14 | 16 | 25% | 42%* 5 15%
JHF A e i 1 0 11%* 1 1
i ik 0 1 0 0 0
RAEIY 41 44 47 47 41 38 35 41
5E?Lf&@ﬂ@ 2 2 4 9* 1 0 3 gk *
i [
P 2 Jrad 0 fr Ji ek 3 2 2 1 4
2 Rl e g 1 1 0 1
5)1@%&)1%%)}% 5 4 3 o 3 9 1 4
B A Rl Al el ges
FRA B 51 51 51 51 51 51 51 51
735?@?%@5@ 2 2 4 9* 2 0 3 9*
2 | A R b I E 3 3 2 2 1 5
Y kiilinkra 0 1 1 1 1
5 S0 s e+

*: p<0.05, **:p<0.01 (Fisher B&E. H 1)

(4) 1I8SHhARIRIFPALSER (THX)
ICR ~ 7 2 (—REMERER 52 VL) & VW= IRER (JFA : 0. 300, 1,400 K T} 7,000
ppm : FHIRRAEREILE 35 ) &K512X 5 18 7 H 130 AR N 3k

iz,
F 35 18 MAMENSAMESE (THOXR) OFEHRKER=E
e G- 300 ppm | 1,400 ppm | 7,000 ppm
PR E | M 32.4 155 760
(mg/kg KE/H) | M 31.9 152 752
KRG THRD ONT=EFMAT R GEEEMIRZ) 133 36 12, RO ZE £
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L B M OVIEIGAHE I 22 D FE A BAE 1 ZR 8T ITRS TV D,
7,000 ppm 5 5-FF D7 CHHE R R IE D58 AR B EE 28 A SN L 7=,
AFABRIZIBW T, 300 ppm UL E#GEEOKETARERINENH . 7,000 ppm 5
HEOME CONEME T MBI LE DN D bz D

iiti (32.4 mg/kg ASEE/H Aw)

EZz2 b=,

(M 2, 48)

DT, MWEMEEIIHET 300 ppm R

T 1,400 ppm (152 mg/kg (KE/H) THD &

(P DA A T = X AT LTI [14. (2)] Z2)

=36 18 MAMEINAMEE (YTOR) TROON-FHEMR
(EEEMRE)
e HRE Mk liia
7,000 ppm - 2 ST A B (B ) - T E RN

A e 5

- TR G AL AR M OVR R IR

- ONE AT AR IR WAL M OV N B2 S
A PERT R AE K

1,400 ppm L I

1,400 ppm LA T

300

ppm L I

- IREEINIEI %5 68 W LK) B

mIEAT R L

: 1,400 ppm LA B GRETITRE 44 BEEREIC

MEEHERA BN O b,

# 3] HROEEFMEERVESEREDREREE

i PER 1 i
= % 5B (ppm) 0 300 | 1,400 | 7,000 | © 300 | 1,400 | 7,000
mEBE | 33 27 29 40 35 38 37 31
75 B
Fok L “(Eﬂ;m@?% 1 1 1 9% 0 0 0 0
XL
B g | 7 11 | 18* | 0 1 9 1
P~ FFF o e g 3 4 0 0
FRAT B 52 52 52 52 52 52 52 52
75 R FFAI B o
cwm | R 1 1 1 9 0 0 0 0
FFF S0 i e 13 15 14 23% 0 1 2 1
FHF S e g 3 2 7 4 0 0
* 1 p<0.05. **:p<0.01 (Fisher #iE. H1{i)

12, SERESHHER
(1) 2HAKEHAER (v k)

Wistar Hannover 7 v b (—

BEMERESR 24 PU) A W T-1REE (RIE : 0. 60,

300 X&) 2,000 ppm : EHRRAEREILE 38 ) 512K D 2 AR

ANES TRV g Wi
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F38 2HAEBEHER (v ) OFHREERE

B GRE 60 ppm 300 ppm 2,000 ppm
. J4i3 3.56 17.2 118
AR R R P it i 5.56 28.4 190
(mg/kg IKEE/H) . JAi3 3.96 19.7 136
FUiEfS g 5.92 29.2 197
HRGHETRO DN TIEFTRITE 39 ITREh TV,

2,000 ppm 5D Fy REI) TOR T BERIENZED BT,
TIRHIRERE B Z BT,

WHEEIEIZ X

AR BT, HE TIE 2,000 ppm GHEOMERETHT, B & O FR IR

5 M OFEb BB NS5

23 SEEN) TITIR$ G- R TR e M ON L E SRl 4 03

n‘b&bg

Ni=oT, HEEEEITHIBY A OEE & b 300 ppm (P #E : 17.2 mg/kg K/

H. P : 28.4 mg/kg (K#H/H ., Fi# : 19.7 mg/kg {ZIKE/EI Fq M : 29.2 mg/kg
KE/H) THDHEEZ LN, BRI T ARBITRDO N noT=, (=M
2. 49)
=39 2HAREEHER (Sv b)) TROON-FHEMRR
\ PR R #H o Fi. : Fo
BEH I i H i
2,000 - BF. BROHLR | - RE B | - B BROEDR | - REE ]
ppm fiRffeer B ONEE | (%5 1 L) iRfser e ONBLER | - BT, B KR OVHRIR
=N - BF. B ROHNR | 8 it sk} ONE EE
w - HORIR AR B MRAtaet K OVE R | - HRIRAR AR B R o]
i) R AE R =N FRRLAE S - FRIR AN ERZ
) - ORI A B bR ol LN
HRAE K S
300 ppm | mMEATR 2 L BIEAT R 72 L BIEAT R 72 L BIEAT R 72 L
IR
2,000 COREBEANENEIS | o R R OVH AR S | - IRERES I - L M RR K O
o | Ppm al R 4y Bl AE Hoxr K ONLE & | - R O | e & OV E
jﬁ - AT K O ER | R K O E B> R0
) iR
300 ppm | mEAT R L wmIEAT R L =IEAT R 72 L =IEAT R 72 L
LIF
' :@mi’%ﬁ’]ﬁiff_iﬁb‘ﬁ) FRiREE G- DR Ll LT,
: RRLEE EIZ OV THEH I E BT RV, MRG0 LRIl LT,
(2) RESHEER (v M)
Wistar Hannover 7 > & (—#flff 24 JL) O4T4E 6~19 BIZsl#E D (JFIK -

0. 40, 200 &% T* 1,000 mg/kg {AHE/H .

JEE T MERRER N e S vz,
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FREGHF TR b

AT R

JETIRIR R,

HACERIESE )

FMEAT RIEER 40 IR ENT W S,
ARRBRIZIB VT, 200 mg/kg RH/H LA B G- REO BB CREREINENH] & O
[ GHEDIR!

SR LI D T, HEMEE

ERE L OMEIR & b 40 mglkg KE/H TH D LB R b, EaBIHEITRD 5

IR ho T,

x40 HES

(& 2,

50)

MEER (S k) TROONE-FEUERRE

i

REEY)

Ep

1,000 mg/kg A=/ H

© A PRIE 1 DA RS G

(4E:

- ARAREE ()

. S

: H@“%‘éz\’éﬁ

AR AE
. 1&{21@(72@
o RIS
- Al EAHEHE AR B LR IE
ERELIBINAN

Iz 9~13 H)

- AR R

- e A

- PREHIININE] 2 R OB &
W LR 6~9 H)

HFEE RO

200 mg/kg {KE/H LA E

40 mg/kg IKE/H AT R L
CERHEA E IR O, BB G R L LTz,

a: 1,000 mg/kg {Ztiﬁ/ H¥ 58 TR 7 B LA, 200 mg/kg KB/ H & 5-8F TR 6~20 H DHE
BD%O

(3) BESHHER (DU

HARGR Y (—#EHE 25 C) Ok 6~27 HiZ#HIRE D (5K : 0, 30,
125 & T8 500 mg/kg R/ A BHE : 1%CMC-Na AV %5 LT, R4
BRSNS S vz,

BHREHTRO DN BEFT AIIER 41 RSN TV D,

Kﬁﬁ_kmf\WOmQQWMEH%Eﬁ@ﬁ@%TﬁF“ SR B, MR
BTN TROBRGEIZE N THREERGIZE 2 EBITIRD SN0 T,
HEFEME BT R EIY T 125 malkg AT/ E Hé.‘L%Tmft%ﬁ@ & M & 500 mg/kg &
H/HThD EEZ b, BEHREETRO NPT, (B2, 51)

4R (U9 ¥) TROON-FEMHMR
FrEh) JE I

- QB 4EHR 28 H) 500 mg/kg A/ HLLF

- FRPE B, R 19, 20 RO | mEAT R L

26 H)

EREIBINAN

= 41

5
500 mg/kg {AEH/H

REE

125 mg/kg KE/HLL T

1 3. E=EHRAER
Y7 u el E b — bOMEZHWIEIRRRERRAR, Ty A =—A LA —
iR HERFE ML (CHL/IU) & MW Get kB3 R, 7 v M2 MW in vivo
UDS 3 N O~ 7 2 & W=/ NMERBR N E it S 7=,
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FERIIFE 42 ITRER TV 5,

F X A =— AN LA X — i RARHESE I (CHL/AU) % AV 7- Geta (R 55 3Bk
IZB W TRENEME(LRFATE TR OFEFAE T TR OERBEThH - Tom, v~ 7 2%
AW/ gz &2 OMmoORBRICBENTIHEETHY ., v 7r U EL— R
ARICBWCRIE S R 2 EsE TRV b D EEZ BN, (R 2, 52~55)

& 42 EEEEAREE (RiK)

AR POE SLERREE - B e
TA100,TA1535 £k :
Salmonella typhimurium |156~5,000 ug/~" L — hk(+/-S9)
gk (TA98 . TA100 . TA1535 . |[TA98, TA1537 ¥k :
75 F TA1537 ¥K) 39.1~2,500 pg/~7 L — k(-S9) =3
- Escherichia coli 156~5,000 pg/~ L — ~(+S9)
(WP2 uvrA #) WP2 uvrA £k :
313~5,000 pg/7° L — hk(+/-S9)
in vitro 50~800 pg/ml, (-59, 6 MERIAL|
PR, 18 FFHE B BAEAER) -
e _ 50~600 pg/mL (+89. 6 WFfEAL| .. .
g | JHI 18 R GEAE | O
LA (CHL/I’{J’)‘ ’ 12.5~200 pg/mL (-S9. 24 o
WVERL AR ERD) -
10~100 pg/mL (-89, 48 RFRIAL| . v
A% BAE ) FERE
SD 7 v i
UDS 35t | (1) O O melke IR 2k
in vivo (- HEkE 3 70) -
ICR ¥ 7 % 500. 1,000, 2,000 mg/kg A&
/NEERRER | (B BERE ) Qa1 D 5 24 B ITEEARE | B2k
(— B 5 D) &)

1E) +-S9 : AREHE AR T R OHEFE T
a s QAR ORGSR E B0 b7,

Rt B (@), ) OEREEH ) . C KX OYD (1) M CHEW) k) I DN G
L&XOM (@WHsk) I ONCFARIRTEY) 1~5 OMIE 2 W7o 18 7 22 0828 BLallk
K B OF ¥ A =— AN LA Z —filiBRERHESF ML (CHL/IU) % v 7o ek
BB, 7 v NE W in vivo UDS BRI NT~ 7 R 2 W T2/ alR 23 32
STz,

FERIIER 43 ITRER TV S,

K& C. D, G, L KUY M W ONZJFARIRTEY 1~5 IZ50W T, 2 TRETH
27,

K& BIZHOWTIL, F¥ A =— AL A FZ il i il (CHL/IU) %
R 7z de o (R BRI B WD CTRENEME(L R AL T R OFEIEE T CTHtECTh - 72
N, v AEHWERBREZ S OMORERIZB N CTIERREETHY . 3 B
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WCAERICBWTCRIE E R DB EE T2V D EE X LT,

& 43 EinEUHABRBRE (KEMRVRKEEY)

(/2. 56~69)

fgf"i::% X 4 RUERIE - 5 o
TA100.TA1535. TA1537 £k :
L 39.1~5,000 pg/ 7" L-— h(-S9)
S. Lyphimurium 39.1~2,500 ug/7 L — k(+S9)
. (TA98.TA100.TA1535,
BRZES | pa 1537 ) TA98 Bk - i
7 Bk Z coli 39.1~5,000 pug/ 7 L — K (-S9) =
: 78.1~5,000 pg/ 7 L — k (+S9)
. (WP2 uvrA £) WP2 uved F -
vitro 156~5,000 pg/7 L — b (+/-S9)
200~1,000 pg/mL (+/-S9. 6 K¢ G o
5 s GLER 18 W HE 0 A (R ) 7
, FA=—AN —
T R JLBRAZ A A AR HY) ~
(CHL/IU) i
@50~600 pg/mL (-S9. 48 ML
LA AERY)
SD 7 v b
UDS #8 | () o B nelke I A
in (— R 3 C) ’
VIvo ICR ~ 7 % 31.25, 62.5.125.250 mg/kg IRNE
IERRER | CEBERAR) (2 AR OS24 BERIRICHEEARLE | 20k
(—HEME 5 ) )
@ ss | TAI00.TA1535, TA1537 f -
o |z BRI | ) =57 ) ) | 156~5,000 pug/7 L — k(+/-S9) i
vitro | 72 FiER £ coli TA98. WP2 uvrA £k : =
(WP2 wved ) 313~5,000 pg/7 L — k(+/-S9)
TA100.TA1535. TA1537 £k :
. 2.44~178.1 ug/ 7 L— +(-S9)
. typhimurium 9.77~313 pg/7 L — h(+S9)
. e 1=t (TA98.TA100.TA1535,
p | | BUREES e ) TA98 44 - St
vitro | ZFHBR | L 2.44~178.1 pg/7 L — 1 (-S9) -
' 156~5,000 pg/~" L — h(+S9)
(WP2 uvrA ) WP2 uvrA £k :
313~5,000 pg/~ L — k(+/-89)
S. typhimurium
. (TA98.TA100.TA1535
in 1BIHIEIR ) ’ ’ o X ™
G vitro | 75 Lok Es TA1537 BR) 313~5,000 pg/~7" L — b (+/-S9) 2
E. coli
(WP2 uvrA £)
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TA100 £ :
9.77~313 pg/ 7 L — k(+/-S9)
S. typhimurium TA98.TA1535 £ :
. eimeon | (TA98.TA100,TA1535, | 39.1~1,250 ug/7" L — I (+/-89)
Lo f{g?ﬁ; TA1537 #) TA1537 ¥k : E3Ee
AN B coli 9.77~313 ug/~7" L — ~(-S9)
(WP2 uvrA ££) 2.44~178.1 ug/ 7 L— ~(+S9)
WP2 uvrA ¥k :
156~5,000 pg/~" L — k(+/-S9)
S. typhimurium
. e oo | (TA98,TA100,TA1535,
M| | BRI par 313~5,000 ug/7 L — F(+/-S9) | Kk
vitro | 7% Bk B coli
(WP2 uvrA £)
S. typhimurium
Rk | sk (TA98.TA100,TA1535,
e |10 | IR | TAL53T ) 313~5,000 ug/” L — k(+/-89) G
w1 vitro | 7 Bk E coli
(WP2 uvrA £8)
S. typhimurium
JEAR | . g (TA98.TA100,TA1535,
wE |12 ;jo?“ TA1537 ) 313~5,000 pg/7 L — k(+/-S9) o
W 9 vitro | 722 iR B coli
(WP2 uvrA ££)
S. typhimurium
RN sk (TA98.TA100,TA1535,
wE |12 ;R£§V“ TA1537 ) 313~5,000 pg/7 L — k(+/-S9) e
%3 vitro | 7 Bk B coli
(WP2 uvrA ££)
S. typhimurium
R | g (TA98.TA100,TA1535,
wE |2 ;;gg“ TA1537 ) 313~5,000 pg/7 L — k(+/-S9) o
W 4 vitro AR B coli
(WP2 uvrA ££)
S. typhimurium
R | sk (TA98.TA100,TA1535,
e | 10| maams | TA1537 ) 313~5,000 pg/ 7 L' — h(+-89) | Fatk
w5 vitro | 722 FiAER £ coli
(WP2 uvrA ££)

1E) +-S9 : AREHEMEALRFIE T R OHEFE T

a: Qe R OREG F E 2)3

A BTz,

b TA1535 X TN WP2 uvrA BRIZE1T 54+/-S9 544 R C, EIRE R oo =— o HEKRFEMREINN
BOBNTZD, HKRKTH 2R CTHoT=Z EnbIEME L W L7,

14. ZOHMDRAER

(1) FRUBERIRESRERFEFZER (Sy M)
Z v h AW 2 FERMZES AMERER 11, (3) 11BN T, 4,000 ppm 5 FEDHE
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O A BB A ONFOIR RS O R AEBEEE O AR D b= 2 &0, Wistar
Hannover 7 v b (—#EHE 6 P8) 2V 72 3, 7 LN 14 HIERET (54 : 0, 160,
800 & TN 4,000 ppm : “F-EIRIATERURITE 44 BIR) 2512 X 2 B A HE AR
AR N T S 7,

x4 FRUBKRRESEEEFRAHAR (Sv b OTFHRGERE

B G-RE 160 ppm 800 ppm 4,000 ppm
SRR A R R

%ﬂﬂ’aﬁﬁ BT DM RIEER 45 (2, MiFH Ts. Ty KU TSH RE TR 46
HM¢%%ﬁﬁ%ﬁ%riﬁ47 . JFlgH P450 @ mRNA fEAT#E I3 3
2, MRS SETE PRI X SR 49 _%h%hméhfb\éo

&mumm%ﬁﬁfi7HWHL@E%T%E@MW%J%ﬁ%%%:%if
OEMEITFAARIE RS NFE D B, 3 HREIO#E G T3 E &I QT A fuE
FETETE IR O BTz, R GRET CYP2BI % £ L35 P450 7 A VYA LiEnT
HEL RO, UDP-GT ET&@L%IEU Ts XN Ty DO NED HNT=, 14
HRO# 5T TSH OEMIZFED Hivien-oT-,

L)L@* LB, Ty MWD AMERERIZIB VT 4,000 ppm &“Efﬁi‘@
HEZER D LT AR IRIE DR ASEE O, 7 v U EL— MREIZ
gz 3317 5 CAR (Constitutive Androstane Receptor) DiEMALES5- Lt_f
REMENE 2 BT,

F 7z, [AFRER CTHURIRICER S vz Al b Rz A BRI A 5 S QMBS DR A A F1 =
AL, fFlEO UDP-GT §58IFE 9 IR AR VE o ORI X 5 BRI AV
VIBEOIRT EFNICHED RTT 4 7 74— Ry 7 I RKT 5226 TH

AR E 2 bve, (R 2, 70)

F45 HROBRIRESREKFRARR (Sv b)) TROON-EERR

. & 5- 111
B 3 A 7 A 14 {11
4,000 ppm - REEHE NS - IREEFEINENE O | - ARSI
- FFECER N B - GGT®, TP. Glob
- GGT & T.Chol | J% Ot T.Chol ¥4/
BN o TR RE R ON b T
- R R OV | HEn
BN o ONEMERT AR AR
o ONEMERT AR AR
800 ppm LA F | #MEAT A L FIEFT R L FIEAT R L

S MRHFRA BRI RV B G 05 Lk LTz,
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FA46 mMBER T, T, RV TSHRE

. B 5 RE
HEH 5.3
REAR | BTN 0 ppm 160 ppm 800 ppm 4,000 ppm
0.688+0.044 0.518+0.094 | 0.329+0.030*
3 HH 0.576=0.099
(119) (90) (67
T 0.612+0.060 | 0.475+0.053** | 0.482+0.082%*
° 7HRM | 0.679+0.109
(ng/mL) (90) (70) (71)
0.565+0.027 0.519+0.092 0.486+0.056
14 HRE | 0.539+0.043
(105) (96) (90)
26.2+4.1 13.3+3.2%* 4.8+1.7%%
3 A 23.6+5.3
(111) (56) (20)
Ty 32.3+7.2 23.1+2.8% 15.9+1.9%*
7 A 38.7+3.8
(ng/mL) § (83) (60) (41)
26.7+5.1%* 26.4+7.3%% 20.1+3.4%*
14 HH 41.0£5.7
(65) (64) (49)
59+1.1 6.1-1.6 4.8+0.7
3 A 6.2+0.4
" (95) (98) 77)
TSH 6.1+1.1 6.9+2.8 7.3+5.8
7 HH 5.8+0.5
(ng/mL) " (105) (119) (126)
7.8+4.0 55+1.7 73+1.4
14 A [ 6.2+1.7
" (126) (39) (118)

BT EEHEER 2, OPNIERHEREZ 100 & L7256 Off
* : p<0.05. **: p<0.01 (Dunnett /X Dunnett %! / > /T X kU v 7 ZHEHKRHE)
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& 41 HEPEDRHBEREN

. 51
‘E\I '_._‘IE 7
WERH BTN 0 ppm 160 ppm | 800 ppm |4,000 ppm
43 45 47
3 H 41
i (105) (110) (115)
T Y—Ah
44 46 47
EH 7 HMH 42
(mg/g liver) (105) (110) (112)
41 45 48%
14 H 40
W (103) (113) (120)
38 48% g9
3 A 37
UDP-GT " (103) (130) (241)
(nmol/min/mg 40 5 113%*
protein) 7REA 35 (114) (166) (323)
HE :4-=hn
T > )= 36 51 110%*
14 H 41
i (88) (124) (268)
61 72 165%*
. 3 A 58
UDP-GT " (105) (124) (284)
(nmol/min/mg
protein) 69 104* 222%*
B v k| AW 61 (113) (170) (364)
:¥d/fi;z:n:: 14 B s 53 97 9239+
=]
(91) (167) (412)

OPNITBEEA 100 & L7558 Ol

* : p<0.05. **: p<0.01 (Dunnett /X Dunnett %! / > /T X kU v 7 ZHEHKRHE)
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%48 FFHch PASO 0D TRNA RAT 2

. B 5B
‘E\l ’_._’IE /
WEH | £ AR 0 ppm 160 ppm 800 ppm | 4,000 ppm
1.88 1.38 0.63%*
3 AR 1.98
i ©5) (70) (32)
CYPIAZ2 1.50 1.97 0.97
7 HIH 1.51
(x1) § (99) (130) (64)
1.25 1.77 1.16
14 H 1.26
i (99) (140) (92)
3 HH 2.97 0 3617 3,560
(349) (12,300) | (120,000)
CYP2BI1 10.6 433%% 3,190%*
7H 2.14
(X 10%) i (497) (20,200) | (149,000)
* *%
e oo 3.54 501 4,890
(174) (24,600) | (240,000)
1.77 9.41 2.91
3 H 1.51
g (117) (160) (146)
CYP3A2 1.95 9.73%* 9.32%
7 HFR 1.31
(x1) g (149) (208) (177)
1.35 92.51% 9.84%%
14 H 1.37
H (99) (183) (207)
3.23 3.21 1.85%
3 AR 3.22
. (100) (100) (57)
CYP4A1 3.15 3.35 2.62
7H 2.89
(X101 i (109) (116) (91)
9.82 2.94 2.05
14 AR 2.66
i (106) (111) 77)

OPIIRREEZ 100 & L7-HA 0fE

* 1 p<0.05, **: p<0.01 (Dunnett /X Dunnett %! / > /T X " U v 7 ZEHLEHRE)
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& 49 FFHRRIBNEE S
B5RE

“E\I ’_._’IE /
L 0 ppm 160 ppm | 800 ppm | 4,000 ppm
0.3+0.1 0.6+0.3 | 2.0+0.4%*
3 H 0.3+0.2
BedU (100) (200) (667)
I
" 0.3+0.1 0.2+0.1 0.5+0.2
L R 7 HIH 0.4+0.2
Té;) (75) (50) (125)
0.2+0.1 0.2+0.1 0.2+0.1
14 H 0.2+0.0
(100) (100) (100)

BEITPEEHAEER 2, ONIERHEREZ 100 & L7256 Off
** : p<0.01 (Dunnett /% Dunnett & / > /37 X N U v 7 & B LR E)

(2) FEDRHBRFTEAR (TVR)
~ U A% e 18 2 A RIS AMERER (11, (4) Jicik W T, HE TR iRE D
FAMEOHEMMPRO b e, ICR v 7 A (—REE 6 I8) 2= 3
7 KON 14 B REEEE (54K : 0. 300, 1,400 K& TX 7,000 ppm : “EH R AT B 1
# 50 M) BHAT X D RGBSR H R T STz,

#&50 HEMAHHBRFEHER (YVR) OFHREKERE

e 58 300 ppm 1,400 ppm 7,000 ppm
S PATR AE H
(mefkg (K E/R) 421 190 981

B EREC BT D ATHE T S 25 O mRNA fEbTHRE 341332 51 (2, FFHRaRyY
FEIEMEITZE B2 IR STV 5,

AFRERIZIB VT, 7,000 ppm & 5-FETHAMEXT & L E SEH I NS Cyplall
K O¥ Cyp2b10 DHEIMHFED HiT-, cyp2b10aﬂﬁﬂu3:1400ppn1%%5%¢7f%mh
Do, Cypla2 B Cypdald 1. WIHNOEGHIZBWTHBRIKKREIC
HEBITRD e o T, WEEEIIRAEORE R, WO EHIZE N T
SRR G X 5RO b T, IO BrdU k=R Ikt FRAEE & FIf2E T
o7,

UbEDZ e, =T R % FWT3 0 APERBRIZ 1T 2 A IR o 58 A= 4
OEIL, 7 a ) EL— MEEIZE Y EIZE T D CAR OISR E L
TERIREMEINE 2 bivTe, 7272 L, IR OREITRD bk oTz, (B
2. 71)

46



F 51 FFiEEYRBIEESR D mRNA SR HE R
WERR | R ppm | 300 ppf gioo ppm | 7,000 ppm
sam | o0 | G0 | G | aeeo
Gy | TEm 178 e ?532) (2133240)
wRm | ose | o0 | o | som
A G | o | Ges
R Tem 6.28 o) we | s
R G | aom | s

OWITRFRREEZR 100 & LSS o

*: p<0.05, **: p<0.01 (Dunnett /X Dunnett %! / > /T X " U v 7 ZEHLKHRE)

& 52 FFHmRRIEsEIE T

HEEA | &5 B
0 ppm 300 ppm | 1,400 ppm | 7,000 ppm
BrdU 3 AR 0.1+0.1 | 0.0+0.0 | 0.2+0.3 | 0.2+0.2
SRS 7 HH 0.0£0.0 | 0.1£0.2 0.0£0.0 0.0£0.1
(%) 14 AR | 0.0%£0.0 | 0.0+0.0 | 0.1+0.2 | 0.1+0.2

BB TP AT i 7
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I. EAEESETE

SRIZFET BRI Z VT, BE v r7avl e — N ORMRREETNZ
Sk L7,

UC CTHEGE L7 7 e VL — DT v b AW -8 RN E G RER O RS R
RO#EGINy 7 )T — ORIGEL, KHERGHETOR LD 89.6%,
EHERGRETOR EH4T.5% ThH > 1=, # 5% 96 REIZ B CTHET 92.3% TAR
~96.1%TAR, MET 91.6%TAR~97.1%TAR 238l < v, EHERERE Tl EITR
i, ARG CIIEICRLOEP IS T2, JREOMEAHIZ BV TRE
fkor7urlElL— MIHINT, FERFHWE L TB, BOZ V7 v U liEia
B, FEAOK PR Lz, EPOERKSE L TRENOY 7 v EL— b
WA B, C LOYD B bz,

UC T L7-v 7 vl £ L— hOWALY X & AV -8 IR NEM B DR R,
AEEICIBNT 10%TRR ##2 2 & L T.B.BD 7 v 7 a V&K F,
G. LEO'M BB 5T,

UC T L7277 v vl £ L— h OEPENEGABROFE S, 10%TRR ##8 1
AH2R@E LT CERD (Wb 7L a—2 e ikEEte, ) WONT F 3%
ZHER KT 22.0%TRR (H 2% :0.0692 mg/kg) . 14.0%TRR CG£##5:0.122 mg/kg)
KON 31.6%TRR (GEEERS : 0.321 mg/kg) 78 Hiviz,

YrrbeYEL— MEICEHY C Jaaksat, ) . D (Jaaksat, )
KOF ot gub e & Lo ERERBR OSSR, v 7av VL — 1, C (&
ahEEt, ) . D (JagkEETe, ) KOF ORKEZHEIZ, W bKfg (F
HbH) 2B S 0.13, 0.13, 0.15 X' 1.0 mg/kg TH Y, AR TH D LK TIX
WIS E BRI Td o 72,

YrurlElL— MIONCREY B faaikczgt, ) . F. G, LEOM %24
Hrxtgb e & LizibslidbE 2 W is S Em RO R, Rt B (s ikz 5
Te, ) MONG O RFEREIL, 4.13 mg/kg fBHE 5RECF1T 5 0.04 pglg (B
K ON0.06 pglg (fFA) Tdh o7, 0.413 mg/kg ikl (TAEGTRIAME) BEGRICE
WL, WPFh b EERARME CTH -7, 7t EL— MECICR#EY F. L
K OYM 1% 4.13 mg/kg SEHE GEEICB W TW TN L ERBARG TH - 7=,

BB T2 7 ) EL— MORKHEERBEMEIX 0.086 mgkg Th o7z,

KHEFEERBERND, 7L — MEGICLDEEIL, FICKE B8N
) . R (HREREAEREE) |« BUIRAR (Al ERMEIERSE : 7 v ) | Bk (12
PERE « T v b)) ROVININ (AEZEML : 4 X) ISR BT, BHEREICKHT D5
B R OVEIRIZEB W TS & 72 BRI b o T,

T M a2 ERIFE D APERRBRIZ 33U T ME T R B G ONC BRI A
HIOARIE K O DA FE. ~ 7 A& Wz 18 2y H BN AMERBRICB W T, HETHT
FARIRAE O 7 AE B FE OHINMA Z N E NGRS BT, TS OR AT T B EEEI
EDbDEITEZHL, FHHCY 7V BEEZRET D52 IR THL LB LA
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7=,

T R N Ay ik BR [ OB PEEN) 2 O T AR INTE M BR O F5 3. 10%TRR % %
HREE LT, EHTIEC EOD (Wb 7 va—2fgiikeEte, ) WONT
F. SESYMOREHTIZI B, BOZ Vs a i@isgik, F. G. L KM 2335
Sz, R C o va—2fbik, Dorva—2aik, LEOMIZT v
MZEBWTED L2720, 3 C XO'D 137 v MZBWTRH b, R
# M OEMER 0 EEIE95 < (LDso : 2,000 mg/kg (RER) | EfnittixfEtt T
B R LIZaR 0 ZEESBUEEY L 0 vy SEMERERRICB T
THNHLEERARG CTHo7-, REHFIXT7 v MiZBWTEO LI, 7T
L— F & WS EDR R CIIW i b E &R R Th o 7203, Fis Ofikl
ELTHHENADMOOHOEREEN 7 e )L — MZEXTE»- T2, L E
D EMND, BRED R ORI RO REIGEWEL > 7 ) £ — K~ (Bl
B DH) | BEMTT OGO RME L 7 n B ) EL— RO F &%
E LT,

FRBRICB T 2 mEE &S IR B3 1RSI TV D,

FRBRCHEONTEEEED O bi/MEIX, 7> M E AW 1 ERE MR
D 2.64 mglkg (KH/H Tho7=h, LY EWIMFEMINTZT v M &z 2 4R
D ANERBR O IEEIEE D 6.37 mg/kg (AEH/H TH Y, ZOEITHEREDEWNICL
HbDEEZBLN, Ty MBI A WEEM R 6.37 mg/kg (RH/H 23%2 & HlEr L
o —Ji. U RAERWE 18 A RN AMRBR OBV THEFEMEENRE T
9 R/hEMERIT 32.4 mglkg KE/H ThoTm, ZOR/INEEETEEINTIK
EINIHE OREIZRE TH 520, ZO0R/NEEEZRILC - I BRTEAR &
(ADI) #8iE L7 E OBMOZEBREITIL 3 Nl THDH LB 2 b, ADI
1% 0.1 mg/kg (AE/H ERHHIND, ZOMHEIXT v MEHAWE 2 RS AMERER
DIED MM B AR L7254 0.063 mg/kg KE/H LY K& W=, ADI %
0.063 mg/kg (AHE/H L3 E L CHERMEITHEIN DO EE X b,

UboZ &t RMERFEERITT v M &RV 2 R AMERER O a3
B THD 6.37Tmg/kg (RE/H ZRHL L LT, Z224%% 100 TR L7z 0.063 mg/kg &
#/H % ADI &% E LT,

T, v EL— MOREBROKGEFEICL VAT HAREMED & 5 B E
ITRRD D72l BHESRAE (ARD) IXRET HHLEMN 720 &HE L
776

49



ADI

(ADI R EFRHLE K
(EhiE)
(H1HD)
(5 J51k)
(Tt )
(2t %0)

ARfD

50

0.063 mg/kg K E/H
FE S AANER R

7 v b

2 A ]

RAH

6.37 mg/kg A/ H
100

BXEDMETR L



#503 BHERICHEITHIESUES

BhE

MR

/N

=4 s 1
BRE | BB e RE/R) | (mgfkg KR | (mglkg R p) | S
0. 50, 500, 5,000|% : 33.1 1 - 319 MERE BT R OV
90 H |PPm 1 - 37.9 W . 373 ok K OV EE
ey M0, 3.21, 33.1, HINSE
wpatm |39
Mt - 0. 3.69. 37.9.
373
0. 60. 500, 4,000 |/# : 2.64 1 : 22.6 M RAE B
L4y |Ppm 1 - 30.3 HE - 241 R B AR R
VB HE: 0, 2.64, 22.6, W - PRAmE bR
"g L 186 H R AR A2
Mt - 0. 3.46. 30.3.
241
0. 160, 800, 4,000 | /% : 6.37 M : 32.0 MR - 28 B R
o4epy  |PPM M- 41.6 M : 216 Fe B (- B 1)
2% U 1 0. 6.37. 32.0.
Sk | 164 (- 1T e o e
o i : 0. 8.20. 41.6. Fe O FOIR B B
216 %)
Sk 0. 60. 300, 2,000|##EW BEY BlEy
ppm P 17.2 Pt : 118 WERE - AT, B MK
P £:0.3.56.17.2. |P I : 28.4 P it : 190 OVHIR i st K
118 F. i - 19.7 Fi : 136 OV B s N4
P if:0.5.56.28.4, | F1 it : 29.2 Fi i - 197
2 HARETH | 190 IR o PRt
Bk |Fi i : 0. 3.96, |REMW JREILY) K OV B
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(mg/kg fakh) VRS Bb F Ge L M
L—k
XHHE 2 <0.01 <0.01 <0.05 <0.05 <0.01 <0.05
0.413 — — — — —d —
Lt 1.24 — — — — — —
<0.01 <0.01 <0.05 <0.05 <0.01 <0.05
4.132 <0.01 <0.01 <0.05 <0.05 <0.01 <0.05
<0.01 <0.01 <0.05 <0.05 <0.01 <0.05
xR <0.01 <0.01 <0.05 0.51 <0.01 <0.05
0.28
0.413 — — — 0.26 — —
0.30
. 0.28
i 1.24 — — — 0.30 — —
0.26
<0.01 <0.01 <0.05 0.28 <0.01 <0.05
4.13 <0.01 <0.01 <0.05 0.30 <0.01 <0.05
<0.01 <0.01 <0.05 0.28 <0.01 <0.05
xR <0.01 <0.01 <0.05 0.17 <0.01 <0.05
<0.01 0.24
0.413 — <0.01 — 0.23 — —
<0.01 0.17
- 0.02 0.16
1.24 — <0.01 — 0.17 — —
<0.01 0.16
<0.01 0.04 <0.05 0.28 <0.01 <0.05
4.13 <0.01 0.03 <0.05 0.17 <0.01 <0.05
<0.01 0.04 <0.05 0.20 <0.01 <0.05
xf B <0.01 <0.01 <0.05 <0.06 <0.01 <0.05
<0.06 <0.05
0.413 — — — <0.06 — <0.05
<0.06 <0.05
T <0.06 <0.05
1.24 — — — <0.06 — <0.05
<0.06 <0.05
<0.01 <0.01 <0.05 0.06 <0.01 <0.05
4.13 <0.01 <0.01 <0.05 <0.06 <0.01 <0.05
<0.01 <0.01 <0.05 <0.06 <0.01 <0.05
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