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Table 1 Detailed clinical observation - Mortality and group mean score in female rats
Group Signs Day 4 Day 8 Day 12
Paration Mortality 0/8a 0/8 0/8
0 mg/kg/day
+ Trmor 0.00b 0.00 0.00
Metamidophos ~ Alertness 0.00 0.00 0.00
0 mg/kg/day Muscle tone 0.13 0.38 0.25
(Vehicle Control)  Reactivity of
handring 0.00 0.00 0.00
Paration Mortality 0/8 0/8 0/8
0.6 mg/kg/day
+: Trmor 0.00 0.00 0.00
Metamidophos ~ Alertness 0.00 0.13 -0.13
0 mg/kg/day Muscle tone 0.38 0.38 0.38
Reactivity of
handring 0.00 0.00 0.00
Paration Mortality 0/8 0/8 0/8
0.6 mg/kg/day
+ Trmor 0.00 0.00 0.00
Metamidophos ~ Alertness 0.13 0.13 -0.13
0.2 mg/kg/day Muscle tone 0.13 0.13 0.13
Reactivity of
handring 0.13 0.00 0.00
Paration Mortality 0/8 0/8 0/8
0.6 mg/kg/day
+ Trmor 0.25 0.00 0.75
Metamidophos ~ Alertness -0.38 -0.13 0.00
0.4 mg/kg/day  Muscle tone -0.13 0.00 -0.13
Reactivity of
handring 0.00 0.00 0.00
Paration Mortality 0/8 0/8 0/8
0.6 mg/kg/day
# Trmor 0.50 0.75 0.75*
Metamidophos Alertness -0.25 -0.38 -0.50
0.8 mg/kg/day Muscle tone -0.38 -0.25 0.00
Reactivity of
handring 0.00 0.00 0.00
Paration Mortality 0/8 0/8 0/8
0 mg/kg/day
+ Trmor 0.00 0.00 0.00
Metamidophos Alertness 0.00 0.00 0.00
0.8 mg/kg/day Muscle tone 0.13 0.38 0.13
Reactivity of
handring 0.00 0.00 0.00

a; Number of animals noted / number of animals examined.

b; Mean score

Significantly different from vehicle control group: *, p <= 0.05 (Mann-Whitney U -test).



Table 2 Motor activity - Group mean values in female rats
Group Time Day 4 % Day 8§ % Day 12 %
Paration Start - 20 minutes Mean 1642 76 1717 82 1797 84
0 mg/kg/day S.D 886 459 568
+ 20 - 40 minutes  Mean 283 13 255 12 158 7
Metamidophos S.D 476 357 146
0 mg/'kg/day 40 - 60 minutes  Mean 231 11 121 6 197 9
(Vehicle Control) S.D. 415 218 297
Total Mean 2155 2092 2152
sS.D. 1539 927 2
Paration Start - 20 minutes Mean 1784 94 1801 81 1759 74
0.6 mg/'kg/day 5.D. 715 489 588
+ 20 - 40 minutes  Mean 44 2 337 15 477* 20
Metamidophos S.D. 62 449 296
O mg'kg/day 40 - 60 minutes Mean 79 4 1] 4 140 ]
S.D. 119 196 190
Total Mean 1907 2227 2376
s5.D. 775 902 787
Paration Start - 20 minutes Mean 1821 82 1651 78 1468 70
0.6 mg/kg/day S.D. 634 615 491
i+ 20 - 40 minutes  Mean 186 8 241 1" 538 ** 26
Metamidophos S.D. 182 261 289
0.2 mg/kg/day 40 - 60 minutes  Mean 217 10 221 10 78 4
s.D. 330 362 125
Total Mean 2224 2113 2083
S.D. 740 695 585
Paration Start - 20 minutes Mean 1375 72 1369 68 1161 * 61
0.6 mg/kg/day S.D. 573 291 421
+ 20 - 40 minutes  Mean 432 23 307 15 276 15
Metamidophos S.D. 253 320 306
0.4 mg’kg/day 40 - 60 minutes  Mean 363 19 40 17 464 24
SD 400 160 405
Total Mean 1907 2016 1901
S.D. 775 628 897
Paration Start - 20 minutes Mean 1371 72 1317 67 1357 70
0.6 mg/kg/day S.D. 599 471 528
+ 20 - 40 minutes  Mean 374 20 325 16 290 15
Metamidophos S.D. 306 350 168
0.8 mg/kg/day 40 - 60 minutes  Mean 419 22 33 17 305 16
S.D. 415 260 228
Total Mean 1907 1972 1951
SD. 775 1001 681
Paration Start - 20 minutes Mean 1770 87 1593 74 1286 76
0 mg/kg/day S.D. 694 688 702
+ 20 - 40 minutes  Mean 229 11 394 18 367 22
Metamidophos 5.D. 429 637 512
0.8 mg/kg/day 40 - 60 minutes  Mean 27 1 176 8 45 3
sS.D. 43 402 103
Total Mean 2027 2163 1697
S.D. 988 1582 1241

%; Mean value / Total value x 100
5.D.; Standard deviation.

Significantly different from vehicle control group: *, p <= 0.05; **, p <= 0.01 (Student ¢-1est).




Table 3 Pupil size - Group mean values in female rats
; Day 4 Day 8 Day 12
Group Side (mm) (mm) (mm)
Paration Left Mean 0.9 0.9 0.8
0 mg/kg/day S.D. 0.1 0.1 0.1
+
Metamidophos Right  Mean 0.9 0.9 0.9
0 mg/kg/day S.D. 0.1 0.1 0.1
(Vehicle Control)
Paration Left Mean 0.8 0.9 0.8
0.6 mg/kg/day S.D. 0.2 0.1 0.1
s % 89 100 100
Metamidophos
0 mg/kg/day Right  Mean 08 * 0.9 0.9
S.D. 0.2 0.1 0.1
% 89 100 100
Paration Left Mean 0.5 ** 0.6 ** 0.6
0.6 mg/kg/day S.D. 0.1 0.1 0.2
+ % 56 67 75
Metamidophos
0.2 mg/kg/day Right  Mean 0.5 ** 0.6 ** 0.7+
S.D. 0.2 0.1 0.2
% 56 67 78
Paration Left Mean 0.4 ** 0.4 ** 03 **
0.6 mg/kg/day S.D. 0.1 0.1 0.1
+ % 44 44 38
Metamidophos
0.4 mg/kg/day Right  Mean 0.4 ** 0.4 ** 0.3 **
S.D. 0.2 0.2 0.1
% 44 44 33
Paration Left Mean 0.3 w* 0.2 ** 0.2 **
0.6 mg/kg/day S.D. 0.1 0.1 0.1
+ % 33 22 25
Metamidophos
0.8 mg/kg/day Right  Mean 0.4 ** 0.2 ** g2t
S.D. 0.1 0.1 0.1
Yo 44 22 22
Paration Left Mean 0.4 ** 0.3 »* 0.6 **
0 mg/kg/day S.D. 0.1 0.1 0.1
+ % 4 33 75
Metamidophos
0.8 mg/kg/day Right  Mean 0.4 ** 0.3 ** 0.7 **
S.D. 0.1 0.1 0.2
% ES 33 78

S.D.; Standard deviation.
%; Mean value of the group / Mean value of control group x 100
Significantly different from vehicle control group: *, p <=0.05; **, p <= 0.01 (Student -test).
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Table 4 Elevated plus-maze - Group mean values in female rats
Gro Open time Movement between arms
S (%) (counts)
Paration
0 mg/kg/day Mean e 3.6
Metamidophos ~ S.D. 27 1.2
0 mg/kg/day
(Vehicle Control)
Paration
0.6 mg/kg/day Mean 43 4.0
“+
Metamidophos ~ S.D. 23 1.4
0 mg/kg/day
Paration
0.6 mg/kg/day  Mean 20 34
Metamidophos  S.D. 12 1.6
0.2 mg/kg/day
Paration
0.6 mg/kg/day  Mean 35 23
+
Metamidophos  S.D. 27 1.4
0.4 mg/kg/day
Paration
0.6 mg/kg/day  Mean 59 2.1*
+
Metamidophos  S.D. 39 1.2
0.8 mg/kg/day
Paration
0 mg/kg/day Mean 53 3.9
+
Metamidophos  S.D. 25 1.2
0.8 mg/kg/day

S.D.; Standard deviation.

Significantly different from vehicle control group: *, p <= 0.05 (Student ¢-test).




Table 5 Body weight - Group mean values in female rats
Day 1 4 7 10 14
Group () (&) () &) (&)
Paration
0 mg/kg/day Mean 228 237 244 249 258
-
Metamidophos S.D. 12 8 8 11 12
0 mg/kg/day
(Vehicle Control)
Paration
0.6 mg/kg/day Mean 229 232 239 247 254
+
Metamidophos S.D. 13 15 15 15 19
0 mg/kg/day
Paration
0.6 mg/kg/day Mean 229 232 240 242 249
+
Metamidophos S.D. 14 15 14 13 14
0.2 mg/kg/day
Paration
0.6 mg/kg/day Mean 229 231 236 241 248
+
Metamidophos S.D. 15 12 11 17 19
0.4 mg/kg/day
Paration
0.6 mg/kg/day Mean 229 228 236 244 251
4
Metamidophos S.D. 15 14 17 18 18
0.8 mg/kg/day
Paration
0 mg/kg/day Mean 228 231 237 241 250
+
Metamidophos S.D. 12 15 15 18 18
0.8 mg/kg/day

S.D.: Standard deviation.
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Table 6

Blood biochemistry -

Group mean values in female rals

G ALP AST ALS GGTP Creat BUN TP Alb Glob A/G Gluc T.Chol TG T.Bil
i 4 UA) W) (L) (W) (mpdl)(mgidl) (pdl) (p/dl) (gdl) ratio (mgdl) (mg'dl) (mg/dL)(mg/dL)
Paration
0 mg/kg/day Mean 542 B4 44 1 030 195 604 440 165 2270 156 61 82 0.05
Metamidophos S.D 77 83 I 002 38 013 015 017 033 7 7 36 0.02
0 mg/kg/day
(Vehicle Control)
Paration
0.6 mg/kg/day Mean 553 60 29 1 029 196 6.11 449 162 278 258 64 75 0,05
Metamidophos  S.D. 102 9 5 1 002 14 020 013 008 010 7 6 36 0.01
0 mg/kg/day
Paration
0.6 mgkg/day Mean 60 26 1 0 030 191 610 442 169 263 156 67 47  0.06
Metamidophos S.D. 84 4 3 0 003 12 019 016 013 022 10 8 19 0.01
0.2 mg/kg/day
Paration
0.6 mgkg/day Mean 622 63 27 1 029 190 595 442 153 290 153 63 60 0.06
Metamidophos S.D. 98 5 4 I 002 1.7 015 009 012 024 13 6 31 0.01
0.4 mg'kg/day
Paration
0.6 mpkg/day Mean 673 61 28 I 027 178 592 426 1.66 257 156 67 53 0.06
+
Metamidophos  S.D. 112 5 3 1 003 12 015 011 007 011 10 9 10 001
0.8 mg/kg/day
Paration
0 mg/kg/day Mean 543 55 28 1 028 186 6.13 447 166 271 152 65 65 0.05
+
Metamidophos 5.D. 7 6 4 1 004 1.8 019 013 011 018 6 6 28 0.01
0.8 mg/kg/day

5.D.; Standard deviation.




Table 7 Cholineesterase activity - Group mean values in female rats

Giowp Plasma Brain
(U/L) (U/L)
Paration
0 mg/kg/day Mean 2817 354
afa
Metamidophos ~ S.D. 726 20
0 mg/kg/day
(Vehicle Control)
Paration
0.6 mg/kg/day  Mean 2118 * 318 *
= % 75 90
Metamidophos  S.D. 323 34
0 mg/kg/day
Paration
0.6 mg/kg/day  Mean 1308 ** 219
- % 46 62
Metamidophos  S.D. 283 37
0.2 mg/kg/day
Paration
0.6 mg/kg/day  Mean 1204 ** 180 **
+ % 43 51
Metamidophos  S.D. 261 15
0.4 mg/kg/day
Paration
0.6 mg/kg/day Mean 952 ** 19] **
+ % 34 54
Metamidophos ~ S.D. 199 18
0.8 mg/kg/day
Paration
0 mg/kg/day Mean 2127 * K i S
+ % 76 90
Metamidophos  S.D. 434 24
0.8 mg/kg/day

S.D.; Standard deviation.

Significantly different from vehicle control group: *, p <= 0.05; **, p <= 0.01 (Student {-test).
%; Mean value of the group / mean value of control group x 100
Bold; Less than 80% of control value.
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Table B Flow cytometric analysis of thymic lymphocyte - Group mean values in female rats

Number of thymic lymphocyte( % 10 /rat)
Immature cells Mature cells
Gro Cellularity DN cell DP cell helper-Teell Cytotoxic-Teell
P frat { X 107) (CD4-8-) (CD4+8+)  (CD4+CD8-)  (CD4-CDB+)
Paration
0 mg/'kg/day Mean 4.6 2.5 240.0 338 129
+
Metamidophos S.D. 14 0.9 854 11.7 37
0 mg/kg/day
(Vehicle Control)
Paration
0.6 mg/kg/day Mean 42 28 219.1 276 10.5
+
Metamidophos ~ S.D. 1.0 0.7 63.0 7.0 23
0 mg/kg/day
Paration
0.6 mgkg/day  Mean 58 18+ 3155 36.4 12.5
+
Metamidophos  S.D 15 0.9 §2.8 9.7 28
0.2 mg/kg/day
Paration
0.6 mg/kg/day Mean 52 5.3 0 268.5 36.2 11.8
+
Metamidophos  S.D 1.5 1.8 81.4 152 44
0.4 mg/kg/day
Paration
0.6 mg/kg/day Mean 45 36 2204 288 B6*
+
Metamidophos ~ S.D. 20 1.6 102.5 16.5 39
0.8 mg/kg/day
Paration
0 mgkg/day  Mean 47 40 236.4 329 9.0
+
Metamidophos ~ S.D. 13 1.7 64.3 15.7 5.0
0.8 mg/kg/day
S.D.; Standard deviation.

Significantly different from vehicle control group: *, p <= 0.05; **, p <= 0.01 (Student ¢ -test).




Table 9

Organ weight - Group mean values in female rats

Body
Group weight Brain  Thymus Spleen Liver  Kideney Adrenals
(g) (mg) (mg) (mg) (g (mg) (mg)
Paration Organ  Mean 258 1813 416 708 9.44 1696 82.7
0 mg/kg/day weight  S.D. 12 84 72 79 0.88 101 7.8
+
Metamidophos Relative Mean 0.704 0.161 0.275 3.66 0.657 0.0321
0 mg/kg/day weight  S.D. 0.048 0.026 0.032 0.28 0.041 0.0031
(Vehicle Control)
Paration Organ  Mean 254 1773 385 683 9.01 1744 883
0.6 mg/kg/day weight S.D. 19 101 64 140 1.02 163 10.3
+
Metamidophos Relative Mean 0.701 0.151 0.268 3.55 0.687 0.0348
0 mg/kg/day weight 5.D. 0.036 0.019 0.043 0.25 0.027 0.0026
Paration Organ  Mean 249 1808 440 666 8.79 1749 90.4
0.6 mg/kg/day weight  8.D. 14 80 67 71 0.80 149 7.5
+
Metamidophos Relative Mean 0.729 0.177 0.268 353 0.705  0.0365*
0.2 mg/kg/day weight  S.D. 0.050 0.025 0.022 0.16 0.059 0.0030
Paration Organ  Mean 248 1828 425 721 8.67 1712 927
0.6 mg/kg/day weight S.D. 19 50 63 81 0.71 137 10.1
+
Metamidophos Relative Mean 0.740 0.172 0.292 3.50 0.691 0.0376 *
0.4 mg/kg/day weight  S.D. 0.047 0.024 0.035 0.09 0.035 0.0050
Paration Organ  Mean 251 1849 451 701 8.80 1833 89.2
0.6 mg/kg/day weight S.D. 18 79 111 68 1.02 186 8.5
+
Metamidophos Relative Mean 0.741 0.179 0.281 3351 0.730 ** 0.0357*
0.8 mg/kg/day weight  S.D. 0.058 0.035 0.032 0.18 0.028 0.0030
Paration Organ  Mean 250 1801 436 662 8.98 1736 82.6
0 mg/kg/day weight S.D. 18 83 96 89 0.84 207 54
+
Metamidophos Relative Mean 0.724 0.173 0.265 3.59 0.695 0.0332
0.8 mg/kg/day weight  S.D. 0057 0030  0.029 0.14 0.073  0.0028

Relative weight; Organ weight / body weight x 100

S.D.; Standard deviation.
Significantly different from vehicle control group: *, p <= 0.05; **, p <= 0.01 (Student /-test).
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%~ —#ilatk (HepG2-PXRLucA3) VI L, ZHEZHWT 4 FIO&RKIENH D PXR
EtELREEZMmEL .

=9, £k CYPIAAMBEET 7OE—7—0O PXRESEANZEUHEKOIN
V77— R—F—RTF—%ZERL. £ PXREFRRNS 5 —L3k
Iz MFAt AR HepG2 IZ AT 5 Z & T FPXRIFEHIHEL -5 —
fl B #k HepG2-PXRLucA3 #8137 L /. T @ HepG2-PXRLucA3 IZ. PXR{&EE
k2N T2 5—ET vErIzkD, CYPIA4METHEBZ RT-PCRIEICK
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PXREHEHBEL T, Y77 2ES > (PIF) Z2ERALL. TO&E, AW
- 4fOfRGFENH DS S TBZ DHIZ, B PXREELLENR SN, 72,
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CUR. PG &% W BHTIZ, RIFIZ LS PXR EHb 2 FNENREEFOICIHE
L. Bk, #FRTHVWE 4BORGHENHIIVTNSHE F PXRERE. 25
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