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Fig.1 Body weight of rats administered orally with 2, 3-Dimethylaniline for 28 days



Food consumption (g/rat/day)

80

40

30

20

10

r B-3155
—0
O -
— o
- 0/""'—.’.—[B\\ //
~E
-/'/o
— o= T — —
G = S D
5 x m o m - Ii\‘\
~ = — T B e = e = kB (]
= A
Female
o——o 0 mg/kg
A~ — & 12 mg/kg
m——a 60 mg/kg
o——o 300 mg/kg
1 ! | i 1 1 | 1 1 1 1 ] J
1 5 8 12 15 19 22 25 28 3 7 10 (d f4
: a
| Administration { p——————— Recovery ——————JL4

Fig.2

Food consumption of rats administered orally with 2, 3-Dimethylaniline for 28 days
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Tabte 1-1 Clinical sligns of rats administered orally with 2,3-Dimethylaniline for 28 days

Day of administration

Sex Dose Symptoms
mg/kg ) 1 2 3 4 5 6 7 8 9 10 11 12 13 14
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Male 12 No. of animals 6 6 [ 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 [ 6 6 6
60 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
300 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Female 12 No. of animals 6 6 6 6 6 6 6 6 G 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 [ 6 6 6
60 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
300 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12

f No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12




Table 1-2

Clinical signs of rats administered orally with 2,3-Dimethylaniline for 28 days

Day of administration

Sex Dose Symptoms
mg/ kg 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Male 12 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
60 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
300 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 10 10
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 10 10 10
Decrease tn spontaneous movement 0 0 0 0 0 0 0 0 0 0 0 V] 1 0 0
Deep breathing 0 0 0 0 0 o} 0 0 0 0 (V] 0 1 0 0
Dead 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Female 12 No. of animals 6 6 6 6 6 6 6 6 6 [ 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
60 No. of animals » 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
300 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
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Table 1-3 Clinical signs of rats administered orally with 2,3-Dimethylaniline for 28 days
and followed by a recovery period for 14 days

Day of recovery

Sex Dose Symptoms
me/ kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14
0 No. of aninza]s 6 6 6 6 6 6 6 6 6 6 6 [ 6 [
No abnormality 6 6 6 6 6 [¢] 6 6 6 6 6 6 6 6
Male 60 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 [ 6 6 6 [ 6 6 6
300 No. of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5
No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5
0 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 ] 6
No abnormalily 6 6 6 6] 6 6 6 6 6 6 6 6 6 6
Female 60 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6
300 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6

No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6
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Table 2-1 Body welght of rats administered orally with 2,3-Dimethylaniline for 28 days
Day of administration
Sex Dose Gain
mg/ kg 1 5 8 12 15 19 22 26 28 1-28
0 No. 12 12 12 12 12 12 12 12 12 12
Mean 200 236 263 302 326 357 376 395 414 214
S.D. 6 9 13 16 18 - 20 ‘22 24 26 22
Male 12 No. 6 6 6 6 6 6 6 6 6 6
Mean 199 234 269 299 322 354 374 389 408 209
S.D. 6 8 11 15 19 18 22 24 28 24
60 No. 12 12 12 12 12 12 12 12 12 12
Mean 200 234 259 298 323 363 371 390 406 206
S.D. b 8 8 11 10 12 12 13 13 9
300 No. 12 12 12 12 12 12 12 12 10 10
Mean 201 229 266 2956 318 346 362 377 389 189%
S.D. 5 6 6 9 9 12 16 17 17 14
0 No. 12 12 12 12 12 12 12 12 12 12
Mean 166 180 192 207 215 230 237 249 257 91
S.D. 6 8 7 9 11 12 14 14 186 12
Female 12 No. 6 6 6 6 6 6 6 6 6 6
Mean 168 184 193 208 219 229 234 248 254 86
S.D. 8 12 13 16 19 19 16 20 20 15
60 No. 12 12 12 12 12 12 12 12 12 12
Mean 166 180 191 202 209 221 232 239 246 80%*
S.D. 7 8 8 6 8 9 10 10 9 9
300 No. 12 12 12 12 12 12 12 12 12 12
Mean 168 180 188 203 211 223 233 240 246 78%
S.D. 8 8 11 12 14 15 16 14 14 8
Unit : g

Signiflcantly different

from control

(%:p<0.05)
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Table 2-2 Body weight of rats adminlistered orally with 2,3-Dimethylantline for 28 days
and followed by a recovery period for 14 days

Day of recovery

Sex Dose Gain

mg/ kg 1 3 7 10 14 1-14

0 No. 6 6 6 6 6 6

Mean 413 426 444 461 479 65

S.D. 35 37 38 43 50 18

Male 60 No. 6 6 6 6 6 6

Mean 408 417 432 443 466 58

S.D. 17 16 15 16 13 7

300 No. 5 5 5 5 5 5

Mean 393 403 422 441 463 70

S.D. 16 15 15 19 18 3

0 No. 6 6 6 6 6 6

Mean 252 265 262 271 277 25

S.D. 16 11 9 13 15 5

Female 60 No. 6 6 6 6 6 6

Mean 250 256 261 273 283 34

S.D. 9 12 11 12 16 15

| 300 No. 6 6 8 6 6 6

| Mean 251 254 262 270 286 36

i 5.D. 17 22 22 26 26 11
Unit : g

| No significant difference in any treated groups from control group.



B~3155

Table 3-1 Food consumption of rats administered orally with 2,3-Dimethylaniline for 28 days
Day of administration
Sex Dose
mg/ kg 1 5 8 12 15 19 22 25 28
0 No. 12 12 12 12 12 12 12 12 12
Mean 25 25 26 27 28 27 28 26 26
S.D. 2 1 2 2 2 2 2 2 2
Male 12 No. 6 6 6 6 6 6 6 6 6
Mean 24 24 26 27 28 27 27 26 26
S.D. 2 2 2 3 3 2 3 3 2
60 No. 12 12 12 12 12 12 12. 12 12
Mean 26 25 26 28 29 28 28 27 27
S.D. 1 1 1 1 1 2 2 1 1
300 No. 12 12 12 12 12 12 12 12 10
Mean 25 2 Jkok 26 27 28 28 28 26 26
S.D. 3 1 1 2 2 2 3 3 3
0 No. 12 12 12 12 12 12 12 12 12
Mean 19 18 18 19 19 19 19 19 19
5.D. 2 1 1 1 2 2 2 2 1
Female 12 No. 6 6 6 6 6 6 6 6 6
Mean 20 18 17 19 18 18 18 20 17
S$.D, 2 1 1 1 2 2 2 3 2
60 No. 12 12 12 12 12 12 12 12 12
Mean 20 17 17 18 19 18 19 18 18
S.D. 1 1 1 1 2 2 2 1 2
300 No. 12 12 12 12 12 12 12 12 12
Mean 20 17 17 18 18 19 19 18 19
S.D. 1 1 2 2 2 2 2 2 2
Unit g/rat/day
Significantly different from control (*%:p<0.01)




B-3155

Table 3-2 FFood consumption of rats administered orally with 2,3-Dimethylaniline for 28 days
and followed by a recovery period for 14 days

Day of recovery

Sex Dose

mE/ kg 3 7 10 14

0 No. 6 6 8 6

Mean 30 32 30 32

i S.D 3 3 4 4
Male 60 No. 6 6 6 6
Mean 30 31 29 32

S5.D. 1 1 2 2

300 No. 5 5 5 5

Mean 31 33 32 34

S.D. 2 2 3 2

0 No. 6 6 6 6

Mean 22 22 22 22

S.D. 2 2 3 1

Female 60 No. 6 6 6 6
Mean 22 22 24 23

S.D. 4 2 3 3

300 No. 6 6 6 6
Mean 23 23 24 26%

S.D. 4 2 2 2

Unit : g/rat/day
| Significantly different from control (#:p<0.05)



B-3155

Table 4-1 Urinalysis of rats administered orally with 2,3-Dimethylaniline for 28 days
1) 2) 3)
pH Protein Ketone body Glucose
Sex Dose No.
meg/Kg 5.0 .5 6.0 6.5 7.0 7.5 8.0 8.5 9.0 - - + bt b bt - +- + 4+ +Er S - - + 4+ 4+t e+t
0 6 0 0 0 0 0 ‘4 4] 2 0 1 4 0 0 3 2 1 0 (4] 6 0 0 0 O 4]
Male 12 6 0 0 0 1 0 1 3 0 o 2 2 0 0 4 0 2 0 1] 6 0 0 0 O 4]
60 6 0 ] 0 0 1 0 3 2 0o 1 3 1 0 2 3 1 0 (4] 6 0 0 0O O 0
300 6 0 0 1 3 1 0 1 0 0 0 5 0 0 6 0 0 0 0 6 0 0 0 O 0
0 6 0 1 1 1 0 1 2 0 2 3 1 0 0 4 1 1 0 0 5 1 0 0 0 0
Female 12 6 0 0 1 1 0 2 1 1 2 1 3 0 0 4 1 1 0 0 6 0 0 0 O 0
60 6 0 0 1 2 0 1 1 0 2 1 3 0 0 4 2 0 0 0 6 0 0 0 O 0
300 6 4] 3 3 4] 0 0 0 0 0O 0 3 0 4] 6 0 O 0 0 6 0 0 0O O 0
1) 0 - b6 mg/dl + - 10 - 20 mg/dl + 1 30 -~ 70 mg/dl +4+ 100 - 200 mg/dl o+ 250 - 400 mg/dl ++++ 1 >400 mg/dl
2) 0 mg/dl +- S mg/dl + : 10 - 20 mg/dl ++ 30 - 45 mg/d1l +++ 60 - 80 mg/d!} +H++ >80 mg/d}
3) 0 - 10 mg/dl +- 1 30 - 50 mg/dl + 1 70 - 100 mg/dl ++ 150 - 200 mg/d1} +++ 300 - 500 mg/dl et 21000 mg/dl




B-31566

Table 4-2 Urtnalysis of rats administered orally with 2,3~Dimethylaniline for 28 days
4) 5) 6) 7)
Occult blood Bilirubin Urobi]inogen Color
Sex Dose No . ———
mg/kKg - - + 4+ rE+ - 4= + 4+t 4t + - + 4 dd bt LY Y DY
0 6 56 0 1 0 0 6 0 0 0 O 0 4 2 0 O 0 0 6 0
Male 12 6 5 0 0 1 0 6 0 0 0 O 0 4 1 1 0 0 0 6 ©
60 6 4 2 0 0 0O 6 0 0 0 O 0 5 1 0 0 0 0o 6 0
300 6 5 0 0 0 1 4 1 1 0 0 0 6 0 0 © o] 0 6 0
0 6 6 0 0 0 0 6 0 0 0 O 0 6 1 0 0 0 0 6 0
Female 12 6 - 6 0 0 0 O 6 0 0 0 O 0 4 2 0 0 V) 0 6 0
60 6 6 0 0 0 O 6 0 0 0 O 0 4 2 0 O 0 0 6 O
300 6 4 0 0 1 1 1 2 3 0 O 0 6 0 0 0 0 0 6 0
4) - 0 mg/dl 4= : 0.03 mg/dl + ! 0.06 - 0.1 mg/dl ++ : 0.2 - 0.5 mg/dl #++ 3 21.0 mg/dl
6) - ! 0 mg/d} +- 3 0.2 mg/dl + 3 0.5 - 1.0 mg/dl ++ : 2.0 - 4.0 mg/dl +++ ¢ 6.0 - 10.0 mg/dl  ++++ : >10.0 mg/dl
6) +- : 0.2 - 1.0 mg/dl + : 2.0 - 3.0 mg/dl ++ : 4.0 - 6.0 mg/dl +++ : 8.0 - 12.0 mg/dl ++++ : >12.0 mg/dl

7) LY : Light yellow Y : Yellow DY : Dark yellow



Table 4-3 Urinalysis of rats administered orally with 2,3-Dimethylaniline for 28 days

B-31565

URINE SEDIMENT

CRYSTALLIZATION
RBC WBC SEC SREC Cast PS co
Sex Dose No.
mg/Xg - 4+~ + - - + +4+ 4+t - - + 44+ e+ B B L L S - 4= + - 4= + S - - + ++ 44+
0 6 6 0 0 0 O 6 0 0 0 O 0O 6 0 0 0o 6 0 0 0 O 6 0 O 4 2 0 0 O 6 0 0 0 O
Male 12 6 6 0 0 0 0 6 0 0 0 O 0 6 0 0 O 6 0 0 0 O 6 0 0 3 3 0 0 O 6 0 0 0 O
60 6 6 0 0 0 O 6 0 0 0 0 O 6 0 0 0 6 0 0 0 0 6 0 0 4 2 0 0 o 6 0 0 0 O
300 6 0 1 3 2 o 2 3 1 0 o 0 6 0 0 0 3 3 0 0 O 6 0 0 5 1 0 0 0 6 0 0 0 O
0 6 6 0 0 0 O 6 0 0 0 ¢ 0O 6 0 0 0 6 0 0 0 0 6 0 0 6 0 0 0 0 6 0 0 0 O
Female 12 6 6 0 0 0 O 6 0 0 0 O 0 6 0 0 0 6 0 0 0 O 6 0 O 4 2 0 0 O 6 0 0 0 O
60 G 6 0 0 0 0O 6 0 0 0 O 0 6 0 0 O 6 0 0 0 O 6 0 0 5§ 1 0 0 0 6 0 0 0 O
300 6 3 21 0 0 3 3 0 0 o 0 6 0 0 O 5 1 0 0 0 6 0 0 6 0 0 o0 0 6 0 0 0 O
SEC Squamous Epithelfal Cell - ! Negative
SREC Small Round Epithelial Cell +- ! Slight
PS : Phosphate Salts + ¢ Mild
Cco : Calcium Oxalate ++ : Moderate

+++ : Severe



B-3166

Table 4-4 Urtnalysis of rats administered orally with 2,3-Dimethylaniline for 28 days
Water Urine S.G.
Sex Dose No . intake volume
mg/ kg ml/rat/24hrs ml/24hrs
0 6 Mean 41 6.0 1.074
S.D. 8 1.7 0.012
Male 12 6 Mean 46 8.4 1.069
S.D. 12 8.2 0.020
60 6 Mean 48 8.2 1.062
S.D. 6 3.6 0.014
300 6 Mean 100%x% 42.9% 1.020%
S.D. 10 12.2 0.004
0 6 Mean 37 5.3 1.070
S.D. 17 2.5 0.036
Female 12 6 Mean 33 6.0 1.060
S.D. 10 3.6 0.020
60 6 Mean 41 7.3 1.049
i S.D. 156 5.3 0.017
| 300 6  Mean 66k 23.6% 1.024
‘ S.D. 13 12.1 0.007

Signlficantly different from control (*:p<0.05, *%:p<0.01)




B-3165

Table 4-5 Urinalysis of rats administered orally with 2,3-Dimethylaniline for 28 days

and followed by a recovery period for 14 days

n 2) 3)
pH Protein Ketone body Glucose
Sex Dose No .
mg/kg 5.0 6.5 6.0 6.5 7.0 7.5 8.0 8.5 9.0 - - + 4 b+ 4 - 4 + +4+ At Attt - - + +F H++ 4t
0 6 0 0 0 0 0 0 1 5 0 1 1 4 0 O 0 5 1 0 0 O 0 6 0 0 0O O 0
Maie 60 6 0 0 0 0 1 0 1 4 0 0 2 3 1 0 0 6 0 0 0 O 0 6 0 0 0 0 0
300 b 0 0 0 0 0 0 2 3 0 0 3 2 0 0 0 4 1 0 0 0 0 656 0 0 0 0 0
0 6 0 0 0 1 0 1 0 2 2 2 3 1 0 o0 0 6 0 0 0 0 0 5 1 0 O ¢ 0
Female 60 6 0 1 0 0 2 0 2 1 0 4 1 0 1 0 0 5 0 1 0 0 0 6 0 0 O O 0
300 6 0 0 0 0 1 0 2 3 0 3 3 0 0 0 0 6 0 0 0 O 0 6 0 0 0 0 0
1 .- 0 - 5 mg/dl +- 1 10 - 20 mg/dl + 1 30 - 70 mg/dl ++ 1 100 - 200 mg/dl +++ 1 250 - 400 mg/dl +++4+ 3 >400 mg/d]
2) - 0 mg/dl +- 1 5 mg/dl + 1 10 - 20 mg/dl ++ 1 30 ~ 45 mg/dl +++ : B0 - 80 mg/dl ++++ 1 >80 mg/dl
1) - 0 ~ 10 mg/dil +- : 30 - 50 mg/dl + 1 70 - 100 mg/dl ++ 1 150 - 200 mg/dl +++ 1 300 - 500 mg/dl ++++ 1 21000 mg/dl



B-3165

Table 4-6 Urinalysis of rals administered orally with 2,3-Dimethylanli)line for 28 days
and followed by a recovery period for 14 days
1) 5) 6) 7)
Occult blood Bilirubin Urobilinogen Color
Sex Dose No.
mg/ kg - - + ++ +++ - - + o+t S+ A+ +- + ++ Hth b LY Y DY
0 6 6 0 0 0 O 6 0 0 0 0 0 6 0 0 0 0 0 6 0
Male 60 6 4 1 1 0 0 6 0 0 0 0 0 5 1 0 0 0 0 6 O
300 5 5 0 0 0 0 5 0 0 0 0 0 4 1 0 0 0 0 5 0
0 6 6 0 0 0 O 6 0 0 0 0 0 5 1 0 0 0 0 6 0
Female 60 6 6 0 0 0 O 6 0 0 0 0 0 4 2 0 0 0 0O 6 0
300 6 6 0 0 0 O 6 0 0 0 O 0 6 0 0 ¢ 0 0 6 O
4) - 0 mg/dl +- 0.03 mg/dl + 0.06 - 0.1 mg/dl ++ 0.2 - 0.5 mg/dl +++ 21.0 mg/dl
5) - 0 mg/dl +- 0.2 mg/dl + 0.5 - 1.0 mg/dl ++ 2.0 - 4.0 mg/dl 4t 6.0 - 10.0 mg/dl ++++ : >10.0 mg/dl
6) +- 0.2 - 1.0 mg/dl  + 2.0 - 3.0 mg/dl ++ 4.0 - 6.0 mg/dl  +++ 8.0 - 12.0 mg/dl ++++ »12.0 mg/dl
7) LY Light yellow Y Yellow DY Dark yellow



D-31566

Table 4-7 Urinalysis of rats administered orally with 2,3-Dimethylaniline for 28 days
and followed by a recovery period for 14 days
URINE SEDIMENT
CRYSTALLIZATION
RBC wBC SEC SREC Cast PS Cco
Sex Dose No.
mg/ kg - 4= + ++ 4+ - - + +4+ +++ + - + ++ 4+ - k= + ++ +++ - - - 4= + ++ +++ - e + 4+ 4+
0 6 6 0 0 0 O 6 0 0 0 O 6 0 0 0 6 0 0 0 0 6 0 3 3 0 0 O 6 0 0 0 o
Male 60 6 6 0 0 0 O 6 0 0 0 0 6 0 0 0 6 0 0 0 0 6 0 4 1 1 0 O 6 0 0 0 O
300 5 4 Y 0 0 O 3 2 0 0 0 5 0 0 O 3 2 0 0 ¢ 5 0 4 1 0 0 O 5 0 0 0 0
0 6 6 0 0 0 O 6 0 0 O O 6 0 0 0 6 0 0 0 0 6 0 5 1 0 0 0o 6 0 0 0 O
Female G0 6 6 0 0 0 0 6 0 0 0 0 6 0 0 0 6 0 0 0 0 6 0 6 0 0 0 O 6 0 0 0 0
300 6 6 0 0 0 O $ 1 0 0 0 6 0 0 O 6 0 0O 0 O 6 O 2 4 0 0 O 6 0 0 0 o
SEC Squamous Fpithelial Cell - Negative
SREC Small Round Ipithelial Cell +- Slight
PS Phosphate Salts + Mild
CcO Calcium Oxalate ++ Moderate
4+ Severce



B-31566

Table 4-8 Urinalysis of rats administered orally with 2,3-Dimethylaniline for 28 days
and followed by a recovery period for 14 days
Water Urine .G.
Sex Dose No intake volume
mg/ kg ml/rat/24hrs ml/24hrs
0 6 Mean 48 9.1 1.071
S.D. 11 2.4 0.011
Male 6O G Mean 49 14.5 1.052%
S.D. 12 5.5 0.014
300 5 Mean 65% 26, 0%% 1.033%%
S.D. 10 7.9 0.008
0 6 Mean 48 8.7 1.0565
S.D. 12 3.4 0.016
Female 60 6 Mean 44 7.5 1.060
S.D. 13 4.3 0.022
300 6 Mean 50 11.8 1.041
S.D. 10 3.2 0.005

Significantly different from control! (*:p<0.05,

%k p<0.01)



B-3166

Table 5-1 Hematological findings of rats administered orally with 2,3-Dimethylaniline for 28 days

RBC Hb me tHb Ht MCV MCH MCHC Reticu- Plate- PT APTT
Sex Dose No. locyte let

mg/ kg X10¥mm? g/dl % % u? PE % %o X 10Ymm? sec. sec.
0 6 Mean 773 16.2 0.565 48 62.1 20.9 33.7 24 123.6 13.0 15.3
5.D. 38 0.5 0.07 1 1.8 0.6 0.4 5 6.0 0.8 1.8
Male 12 6 Mean 791 16.0 0.55 18 60.5 20.3 33.5 24 120.1 13.2 16.8
S.D. 18 0.4 0.09 1 1.6 0.5 0.2 4 10.0 0.8 2.2
60 6 Mean 765 15.5% 0.57 46 60.4 20.3 33.6 27 119.0 13.6 16.4
S.D. 10 0.2 0.21 1 1.6 0.4 0.6 5 9.2 1.0 1.7
300 5 Mean 607 % 13.8%x% 1.94%% 425%% 69.7%% 22 . 8% 32 Tokxk 106%* 137.0 12.6 13.2
S.D. 36 0.5 0.13 2 2.1 0.9 0.4 35 11.6 0.7 2.1
0 6 Mean 783 15.6 0.45 47 59.4 19.9 33.6 15 123.56 11.9 11.6
S.D. 46 0.7 0.12 3 0.7 0.4 0.9 6 12.3 0.6 1.3
Female 12 6 Mean 775 15.8 0.48 47 60.5 20.3 33.6 18 120.8 11.8 11.6
S.D. 35 0.6 0.15 2 1.4 0.8 0.6 5 9.2 0.6 1.4
60 6 Mean T29% 14.5% 0.92%% 44% 60.0 19.9 33.3 32 117.2 11.8 11.5
S.D. 32 0.6 0.19 2 0.9 0.4 0.6 19 12.3 0.3 1.3
300 6 Mean 592 %% 12.9%% 2.1 k% 40%k 66, 7H* 21 . Tk 32.6 116% 137.7 12.3 12.0
S.D. 29 0.7 0.32 1 1.9 0.5 1.2 29 17.9 0.3 1.5

Significantly different from control (#:p<0.05, *%:p<0.01)



B-31565

Table 5-2 Hematological findings of rats administered orally with 2,3-Dimethylaniline for 28 days
WBC Differential leukocyte counts (%)
Sex Dose No.
mg/ ke X10¥mm> Lymph. Stab Seg. Eosino. Baso. Mono. Others
0 6 Mean 107 88.6 0.2 10.8 0.6 0.0 0.0 0.0
S.D. 29 6.7 0.3 6.5 0.5 0.0 0.0 0.0
Male 12 6 Mean 129 91.8 0.2 7.3 0.6 0.1 0.1 0.0
S.D. 34 1.7 0.3 1.9 0.4 0.2 0.2 0.0
60 6 Mean 116 91.1 0.1 8.5 0.2 0.0 0.2 0.0
S.D. 17 5.1 0.2 4.8 0.3 0.0 0.3 0.0
300 5 Mean 192 %% 88.4 0.2 10.5 0.7 0.0 0.2 0.0
S.D. 46 3.7 0.3 4.0 0.4 0.0 0.3 0.0
0 6 Mean 87 91.8 0.3 7.5 0.3 0.0 0.2 0.0
S.D. 22 3.2 0.3 3.1 0.3 0.0 0.3 0.0
Female 12 6 Mean 76 89.0 0.3 9.6 1.1 0.1 0.1 0.0
S.D. 24 4.8 0.4 3.9 1.2 0.2 0.2 0.0
60 6 Mean 67 83.9 0.3 15.1 0.4 0.0 0.3 0.0
S.D. 19 12,2 0.3 11.9 0.2 0.0 0.3 0.0
300 6 Mean 132x% 86.8 0.3 13.3 0.6 0.0 0.0 0.0
S.D. 33 4.5 0.3 4.7 0.4 0.0 0.0 0.0

Significantly different from control (*:p<0.05, #%:p<0,01)



B-31556

Table 5-3 Hematological findings of rats administered orally with 2,3-Dimethylaniline for 28 days
and followed by a rccovery period for 14 days
RBC Hb me tHb Ht MCV MCH MCHC Reticu- Plate- PT APTT
Sex Dose No. locyte let
mg/ kg X10Ymm? g/dl % % u? P& % %o X10Ymm? sec sec.
0 6 Mean 804 16.1 0.44 47 58.9 20.0 34.0 23 112.5 12.8 16.8
S.D. 34 0.6 0.08 2 1.1 0.4 0.4 2 9.4 0.7 1.4
Male 60 6 Mean 795 156.6 0.45 46 657.5 19.5 33.9 28 116.9 13.0 17.1
S.D. 45 0.5 0.17 2 1.4 0.8 .8 8 13.1 1.1 1.8
300 5 Mean 748 15.7 0.51 46 61.7%% 20.9% 33.8 31 118.0 12.2 15.4
S.D. 21 0.4 0.11 1 1.3 0.3 0.5 6 12.2 1.0 1.0
0 6 Mean 802 15.5 0.48 46 57.0 19.4 34.0 21 114.3 11.3 12.6
S.D. 32 0.4 0.08 1 1.4 0.5 0.5 6 11.6 0.6 0.4
Female 60 6 Mean T44%% 14.9 0.68 44 58.9 19.9 33.9 30% 113.1 11.2 12.4
S.D. 19 0.4 0.08 2 1.3 0.3 0.5 6 6.2 0.7 1.7
300 6 Mean T57 k% 16. 4% 0.56 48% 64.1%% 21.7%x% 33.8 25 110.9 11.4 12.8
S.D. 19 0.8 0.11 2 2.0 0.8 0.5 5 10.9 0.5 1.3
Significantly different from control (x:p<0.056, *%:p<0.01)



B-3155

Table 5-4 Hematological findings of rats administered orally with 2,3-Dimethylaniline for 28 days
and followed by & recovery period for 14 days

WBC Differential leukocyte counts (%)
Sex Dose No.
mg/ kg X10¥mm® Lymph. Stab Seg. HEosino. Baso. Mono. Others
0 6 Mean 107 86.3 0.3 12.8 0.7 0.0 0.1 0.0
S.D. 40 13.1 0.3 13.1 0.6 0.0 0.2 0.0
Male 60 6 Mean 128 89.1 0.2 10.3 0.3 0.0 0.2 0.0
S.D. 24 3.8 0. 4.1 0.6 0.0 0.4 0.0
300 5 Mean 132 88.4 0.1 11.2 0.1 0.0 0.2 0.0
S.D. 53 6.1 0.2 6.0 0.2 0.0 0.3 0.0
0 6 Mean 76 88.3 0.3 10.8 0.6 0.0 0.1 0.0
S.D. 19 8.0 0.4 7.5 0.7 0.0 0.2 0.0
Female 60 6 Mean 67 90.0 0.2 9.1 0.7 0.0 0.1 0.0
S.D. 16 4.4 0.3 4.3 0.4 0.0 0.2 0.0
300 6 Mean 76 88.8 0.3 10.4 0.4 0.0 0.0 0.0
S.D. 30 4.8 0.4 4.5 0.7 0.0 0.0 0.0

No significant difference in any treated groups from control group.



B-3165

Table 6-1 Blood chemical findings of rats administered orally with 2,3-Dimethylaniline for 28 days
GOT GPT LDH AlP Y —~GTP ChE TP Albumin A/G T.cho TG PL
Sex Dose No.
mg/ kg [u/1 1U/1 1U/1 1U/1 1U/1 1U/1 g/dl g/d1 mg/dl mg/dl mg/dl
0 6 Mean 48 36 29 371 1.6 728 5.9 3.7 1.66 54 72 99
S.D. 13 4 12 29 0.5 215 0.2 0.2 0.06 S 11 9
Male 12 6 Mean 45 33 29 301% 1.8 660 5.8 3.6 1.67 60 79 111
S.D. 8 4 17 31 0.5 96 0.3 0.1 0.12 15 14 15
60 6 Mean 52 37 40 440%* 1.8 683 5.9 3.6 1.63 60 80 114
S.D. 12 2 17 66 0.3 58 0.2 0.1 0.11 10 21 11
300 5 Mean 45 39 27 380 2.4% 736 5.8 3.7 1.76 62 79 118
S.D. 7 6 9 47 0.1 123 0.2 0.1 0.06 13 11 15
0 6 Mean 46 31 33 193 1.4 1732 6.0 3.8 1.65 65 38 139
S.D. 14 3 13 .60 0.7 400 0.3 0.2 0.09 10 17 20
Female 12 6 Mean 48 30 36 226 1.0 2042 6.2 3.8 1.59 60 31 128
S.D. 6 3 22 65 0.7 594 0.2 0.1 0.07 8 8 16
60 6 Mean 54 31 33 263 1.3 1782 6.0 3.8 1.69 b7 28 © 118
5.D. 7 2 9 91 0.8 160 0.2 0.1 0.14 8 8 14
300 6 Mean 418 I8k 36 2656 1.7 1303 6.2 3.8 1.87 92 % 46 174%
S.D. 4 4 21 64 1.3 274 0.1 0.1 0.07 26 11 26

Significantly different from control (%:p<0.05, *%:p<0.01)



B-315

Table 6-2 Blood chemical findings of rats. administered orally with 2,3-Dimethylaniline for 28 days

T.bill- D.bili- ID.bili- Glucose BUN Crea- Na K Cl Ca P
Sex Dose No . rubin rubin rubin tinine

mg/ kg mg/dl mg/dl mg/dl mg/d1l mg/dl mg/dl mEq/ 1 mEq/1 mEq/1 mg/dl mg/dl
0 6 Mean 0.09 0.04 0.06 130 12 0.55 144 4.5 109 9.4 9.1
S.D. 0.02 0.02 0.01 10 2 0.03 1 0.3 1 0.2 0.7
Male 12 6 Mean 0.08 0.03 0.05 146 13 0.56 144 4.6 109 9.4 8.9
S.D. 0.02 0.02 0.01 18 1 0.07 1 0.5 2 0.3 0.4
60 6 Mean 0.09 0.05 0.04 148 14 0.58 144 4.7 110 9.3 8.2
S.D. 0.03 0.05 0.03 27 4 0.07 1 0.3 1 0.3 1.3
300 5 Mean 0,17 %% 0.05 0.12% 135 20% 0.63 144 5., 9%% 110 9.6 9.0
S.D. 0.02 0.02 0.03 6 4 0.06 1 0.2 1 0.2 0.4
0 6 Mean 0.14 0.05 0.09 121 156 0.57 141 5.0 112 9.2 8.0
S.D. 0.03 0.02 0.04 14 2 0.04 1 0.2 2 0.4 1.0
Female 12 6 Mean 0.11 0.04 0.07 119 15 0.58 141 5.1 112 9.2 7.5
S.D. 0.01 0.00 0.01 9 2 0.05 2 0.3 1 0.2 0.9
60 6 Mean 0.11 0.04 0.07 114 14 0.62 142 5.0 110 9.1 7.5
S.D. 0.02 0.01 0.02 11 1 0.05 1 0.5 2 0.4 0.7
| 300 6 Mean 0.22%% 0.09 0.14 117 25% 0.66 141 5.5 110 9.5 7.6
S.D. 0.03 0.02 0.02 9 8 0.09 2 0.4 3 0.3 0.8

Significantly different from control (*:p<0.06, *%:p<0,01)



B-31556

Table 6-3 Blood chemical findings of rats administered orally with 2,3-Dimethylaniline for 28 days
and followed by a recovery period for 14 days

GOT GPT LDH AlP Y —GTP ChE TP Albumin A/G T.cho TG PL
Sex Dose No.
mg/kg 1U/1 1U/1 1U/1 1071 1U/1 1U/1 g/dl g/dil mg/dl mg/di mg/dl
4] 6 Mean 53 35 32 253 2.2 682 6.2 3.7 1.53 61 78 109
S.D. 9 4 6 21 0.6 80 0.2 0.1 0.09 9 44 19
Male 60 6 Mean 51 35 38 247 2.0 588 6.0 3.6 "1.51 64 86 116
S.D. 9 3 9 37 0.6 37 0.2 0.1 0.09 8 22 13
300 5 Mean 52 34 32 244 2.0 684 5.8 3.6 1.63 61 79 108
S.D. 11 4 5 46 0.9 83 0.3 0.2 0.24 8 22 11
0 6 Mean 54 34 28 1563 1.7 2392 6.3 3.9 1.60 74 36 138
S.D. 5 4 8 45 0.4 583 0.4 0.3 0.13 13 13 23
Female 60 6 Mean 54 32 29 166 1.6 2138 6.4 3.8 1.50 79 32 150
S.D 5 3 12 47 0.5 515 0.3 0.2 0.09 16 3 26
300 6 Mean 52 29 23 190 1.7 1902 6.3 3.9 1.61 85 40 156
S.D 4 2 6 37 0.4 415 0.2 0.1 0.13 10 7 12

No significant difference in any treated groups from control! group.



Table 6-4 Blood chemical findings of rats administered orally with 2,3~ Dimethylaniline for 28 days
and followed by a recovery period for 14 days
T.bili- D.bili- ID.bili- Glucose BUN Crea- Na K Cl Ca P
Sex Dose No. rubin rubin rubin tinine

mg/ kg mg/dl mg/dl mg/dl mg/dl mg/dl mg/dl mEq/1 mEq/1 mEq/ 1 mg/dl mg/dl
0 6 Mean 0.09 0.04 0.05 143 14 0.59 144 4.4 111 9.5 7.8
S.D. 0.02 0.03 0.02 10 1 0.04 1 0.2 2 0.3 0.4
Male 60 6 Mean 0.10 0.03 0.06 146 14 0.57 144 4.6 110 9.5 7.7
S.D. 0.03 0.02 0.03 17 2 0.03 1 0.4 1 0.3 1.1
300 5 Mean 0.09 0.05 0.04 126 14 0.56 144 4.7 110 9.5 8.3
S.D. 0.00 0.01 0.01 11 1 0.03 1 0.3 1 0.4 0.4
0 6 Mean 0.13 0.06 0.07 125 17 0.62 140 5.1 112 9.2 7.0
S.D. 0.03 0.03 0.05 16 2 0.06 1 0.3 1 0.3 1.1
Female 60 6 Mean 0.12 0.04 0.07 125 15 0.61 140 5.0 111 9.3 6.7
S.D. 0.01 0.01 0.01 8 3 0.02 1 0.3 1 0.3 1.0
300 6 Mean 0.10% 0.04 0.06 126 16 0.62 140 4.8 111 9.5 7.2
S.D. 0.3 2 0.5 1.1

0.01 0.01 0.01 6 2 0.06 1

Significantly different from control (*:p<0.05)
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Table 7-1 Gross pathological findings of rats administered orally with 2,3-Dimethylanitiine for 28 days
Dose (mg/kg) 0 12 60 300
organs Alive Alive Alive Alive Dead
Findings No. of animals 6 6 6 5 1
Male Heart
Adhesion to lung 0 0 0 0 1
Lung
Adhesion to other lobes 0 0 0 0 1
Adhesion with heart 0 0 0 0 1
Liver
llernial nodule 0 0 1 0 0
Spleen
Enlargement 0 0 0 5 0
Stomach
Dark red spet in glandular stomach 0 0 0 1 Q
Testis
Small in size (bilateral) 0 1 0 0 0
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Table 7-2 Gross pathological findings of rats administered orally with 2,3-Dimethylaniline for 28 days
Dose (mg/keg) 0 12 60 300
Oorgans Alive Alive Alive Alive
Findings No. of animals 6 6 6 6

Female Spleen
Enlargement 0 0 0 6




Table 7-3 Gross pathological findings of rats administered orally with 2,3-Dimethylaniline for 28 days

and followed by a recovery period for 14 days

B-31656

Dose (mg/keg) 0 60 300

Organs Alive Alive Alive Dead

Findings No. of animals 6 6 5 1

Male Intra-thoracic cavity .

Retention of transparent pleural fluid 0 0 0 1
Lung

Adhesion to other lobes 0 0 0 1

Dark red , 0 0 0 1
Spleen

Enlargement 0 0 0 1
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Table 7-4 Gross pathological findings of rats administered orally with 2,3-Dimethylaniline for 28 days
and followed by a recovery period for 14 days
Dose (mg/kg) 0 60 300
organs Alive Allve Altlve
Findings No. of animals 6 6 6
Female Stomach
Dark red spot in glandular stomach 1 1 2
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Table 8-1 Absolute and rerative organ weights of male rats administered orally with 2,3-Dimethylaniline far 28 days
Body Brain Thyroid Thyrotd Thyroid Thymus Heart Lung Liver Spleen
Dose weight (R) ) (R+L)
mg/kg g g/gx mg/mgx mg/mg mg/mg mg/ mg g/ g% g/ g% g/ g% g/ g%
0 No. 6 6 6 G 6 6 6 6 6 6
Mean 388 2.04 10.0 10.4 20.4 620 1.28 1.37 12.44 0.68
S$.D 17 0.12 0.5 1.2 1.5 166 0.08 0.06 1.00 0.06
Absolute 12 No. 6 6 6 6 6 6 6 6 6 6
Mean 382 2.03 9.6 8.1x% 17.7 638 1.29 1.36 13.09 0.74
S.D 25 0.05 2.0 1.1 3.0 146 0.07 0.10 1.43 0.10
60 No. 6 6 6 6 6 6 6 6 6 6
Mean 382 2.01 11.2 10.7 21.9 666 1.31 1.35 13.456 0.71
S.D. 12 0.09 1.0 1.3 1.4 72 0.06 0.09 0.53 0.10
300 No. 5 5 5 5 5 5 5 5 5 3
Mean 360 2.03 10.6 11.0 21.6 582 1.23 1.41 13.80 1.73%
S.D. 22 0.04 1.7 1.6 2.3 138 0.14 0.10 1.42 0.38
0 No. 6 6 6 6 6 6 6 6 6
Mean 0.53 2.6 2.7 5.8 159 0.33 0.35 3.20 0.17
S.D. 0.03 0.1 0.3 0.5 36 0.02 0.01 0.16 0.01
Relative 12 No. G [ 6 6 6 [ 6 6 6
Mean 0.54 2.5 2, 1% 4.6 168 0.34 0.36 3.42 0.20
S.D 0.04 0.5 0.2 0.6 44 0.02 0.02 0.20 0.03
60 No. 6 6 6 6 6 6 6 6 6
Mean 0.53 3.0 2.8 5.8 148 0.35 0.35 3.53% 0.19
S.D. 0.02 0.3 0.4 0.5 20 0.01 0.02 0.14 0.02
300 No. 5 5 5 5 5 5 5 6 5
Mean 0.57 2.9 3.1 6.0 161 0.34 0,39 %% 3.82%% 0.48%
S.D. ) 0.03 0.5 0.4 0.6 33 0.03 0.01 0.18 0.09

Significantly different from control (*:p<0.065, *%:p<0.01)
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Table 8-2 Absolute and rerative organ weights of male rats administered orally with 2,3-Dimethylaniline for 28 days
Kidney Kidney Kidney Adrenal Adrenal Adrenal Testis Testis Testis

Dose (R) L) (R+L) {R) (L) (R+L) (R) o (R+L)

mg/ kg g/ g% g/ g% g/ g% mg/ mg mg/ mgx mg/mgx g/ g% g/ g% &/ &%

0 No. 6 6 6 6 6 6 6 6 6

Mean 1.42 1.49 2.91 30 32 62 1.63 1.62 3.286

S.D. 0.10 0.10 0.19 6 6 11 0.12 0.11 0.22

Absolute 12 No. 6 6 6 6 6 6 6 6 6
Mean 1.43 1.53 2.96 29 32 62 1.40 1.456 2.86

S.D. 0.08 0.08 0.14 5 6 11 0.44 0.36 0.79

60 No. 6 6 6 6 6 6 6 6 6

Mean 1.46 1.51 2.98 28 30 58 1.53 1.48 3.01

S.D. 0.10 0.09 0.17 2 2 4 0.08 0.08 0.16

300 No. 5 5 5 5 5 6 b 5 5

Mean 1.64%% 1.72%% 3.35%% 26 30 56 1.55 1.64 3.09

S.D. 0.13 0.11 0.23 3 3 6 0.17 0.14 0.30

0 No. 6 6 6 6 6 6 6 6 6

Mean 0.37 0.38 0.786 8 8 16 0.42 0.42 0.84

S.D 0.02 0.01 0.03 1 1 2 0.02 0.02 0.056

Relative 12 No. G 6 6 6 6 [i} 6 6 6
Mean 0.38 0.40 0.78 8 9 16 0.37 0.38 0.76

S.D. 0.03 0.02 0.05 1 1 3 0.12 0.11 0.23

60 No. 6 6 6 6 6 6 6 6 6

Mean 0.38 0.40 0.78 8 8 15 0.40 0.39 0.79

5.D. 0.02 0.02 0.04 1 1 2 0.03 0.03 0.05

300. No. 5 5 5 5 5 5 5 5 5

Mean 0. 46%% 0.48% 0.94%% 7 8 16 0.43 0.43 0.86

S.D. 0.05 0.05 0.11 1 1 1 0.07 0.06 0.13

Significantly different from control (*:p<0.05, *%x:p<0.,01)
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Table 8-3 Absolute and rerative organ weights of female rats administered orally with 2,3-Dimethylaniline for 28 days
Body Brain Thyroid Thyroid Thyroid Thymus Heart Lung Liver Spleen
Dose weight (R) (L) (R+L)
mg/ kg g g/ 8% mg/mg% mg/mgx mg/mg% mg/mg% g/ g% g/ &% g/ g% g/g%
0 No. 6 6 6 6 6 6 6 6 6 6
Mean 247 1.84 6.0 5.9 11.9 501 0.93 1.08 7.08 0.62
S.D. 14 0.03 1.2 1.1 2.1 62 0.14 0.06 0.37 0.06
Absolute 12 No. 6 6 6 6 6 6 6 6 6 6
Mean 237 1.88 7.4 7.2 14.7 440 0.89 1.04 6.96 0.44
S.D. 17 0.04 1.4 0.6 1.8 113 0.07 0.06 0.49 0.03
60 No. 6 6 6 6 6 6 6 6 6 [
Mean 230 1.92% 7.7 7.5% 15.2% 405 0.84 1.06 6.98 0.54
S.D. 9 0.07 0.5 1.5 1.8 76 0.05 0.08 0.61 0.02
300 No. 6 6 6 6 6 6 6 6 6 6
Mean 223 % 1.81 6.9 8.0%% 14.9% 455 0.86 1.06 8.53%0%k 1.12%
S.D. 10 0.04 1.4 1.0 2.1 71 0.05 0.05 0.94 0.13
0 No. 6 6 6 6 6 6 6 6 6
Mean 0.758 2.5 2.4 4.8 204 0.37 0.44 2.87 0.21
S.D. 0.04 0.5 0.5 0.9 32 0.04 0.03 0.09 0.03
Relatlve 12 No. 6 6 6 6 6 6 6 6 6
Mean 0.80 3.1 3.1 6.2% 185 0.38 0.44 2.95 0.19
S.D. 0.05 0.6 0.2 0.5 36 0.04 0.03 0.20 0.01
60 No. [ 6 6 6 6 6 6 6 6
Mean 0.84x%x% 3.4x% 3.2% 6. 6%k 177 0.37 "0.46 3.04 0.24
S.D. 0.056 0.2 0.6 0.7 34 0.02 0.05 0.19 0.01
300 No. 6 6 6 6 6 6 6 6 6
Mean 0.82 3.1 3. 6%% 6. 7%k 205 0.39 0.48 3.82%x% 0.50%
S.D. 0.05 0.6 0.6 1.0 36 0.01 0.03 0.25 0.06

Significantly different from control (*:p<0.05, #*%:p<0.01)
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Table 8-4 Absolute and rerative organ welghts of female rats administered orally with 2,3-Dimethylaniline for 28 days
Kidney Kidney Kidney Adrenal Adrenal Adrenal Ovary ovary Ovary

Dose (R) (L (R+L) (R) (L) (R+L) (R) (L) (R+L)

mg/ kg g/ g% &/ g% g/ g% mg/mg% mg/mgx mg/ mg% mg/mg mg/mg% mg/mg%

0 No . 6 6 6 6 6 6 6 6 6

Mean 0.92 0.92 1.84 32 35 67 47.9 50.8 98.7

5.D. 0.06 0.04 0.09 2 3 3 9.0 3.8 9.1

Absolute 12 No. 6 6 6 6 6 6 6 6 6
Mean 0.90 0.92 1.82 33 36 69 42.9 41.9% 84.8%

S.D. 0.12 0.12 0.24 5 6 11 3.6 1.7 5.2
60 No. 6 6 6 6 6 6 6 6 6

Mean 0.87 0.88 1.756 33 36 69 42.9 46 .4 89.3

S.D 0.05 0.04 0.09 4 6 9 5.5 7.8 11.2

300 No. 6 6 6 6 6 6 6 6 6

Mean 1.13%% 1.11% 2. 28%% 28 29 57 42.8 38.5% 81.24%

S.D,. 0.10 0.12 0.21 3 4 6 6.2 1.8 6.1

0 No. 6 6 6 6 6 6 6 6 6

Mean 0.37 0.37 0.74 13 14 27 19.4 20.6 40.0

S.D. 0.02 0.02 0.03 1 2 2 3.9 1.3 3.9

| Relative 12 No. 6 6 6 6 6 6 6 6 6
| Mean 0.38 0.39 0.77 14 15 29 18.2 17.8% 36.0
‘ S.D. 0.02 0.02 0.05 2 2 4 1.7 1.6 3.1
7 60 No. 6 6 6 6 6 6 6 6 6
Mean 0.38 0.39 0.76 14 16 30 18.7 20.3 38.9

$.D. 0.02 0.02 0.04 2 2 3 2.4 3.4 4.8

300 No. 6 6 6 6 6 6 6 6 6

Mean 0.5 %% 0.50%% 1.01%% 13 13 26 19.2 17.3% 36.5

S.D. 0.02 0.03 0.056 1 2 3 2.5 1.1 2.4

Significantly different from control (k:p<0.05, *%:p<0.01)
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Table 8-5 Absolute and rerative organ welghts of male rats adminlstered orally with 2,3-Dimethylanliline for 28 days
and followed by a recovery period for 14 days

Body Brain Thyroid Thyroid Thyroid Thymus Heart Lung Liver Spleen
Dose weight (R) (L (R+L)

mg/ kg & g/ g% mg/mg% mg/mg% mg/mgx mg/ mg% g/ g% g/e% &/ g% g/ g%
0 No. 6 6 6 6 6 6 6 6 6 6
Mean 446 2.07 11.3 12.0 23.3 519 1.48 1.563 13.46 0.72

S.D. 46 - 0.07 1.5 2.9 4.3 140 0.12 0.14 1.66 0.13

Absolute 60 No. 6 5} 6 6 6 6 6 6 6 6
Mean 433 2.06 10.6 10.4 21.0 5658 1.41 1.43 13.48 0.84

S.D. 14 0.07 1.9 0.7 2.2 167 0.09 0.07 1.07 0.12

300 No. 5 b 5 6 5 b 5 5 o 6
Mean 432 2.11 11.4 10.7 22.1 487 1.43 1.63 12.98 0.81

S.D. 19 0.09 1.4 1.2 2.3 147 0.08 0.09 0.75 0.08

0 No. 6 6 6 6 6 6 6 6 6
Mean 0.47 2.5 2.7 5.2 115 0.33 0.35 3.02 0.16

S.D. 0.04 0.2 0.4 0.5 24 0.02 0.02 0.10 0.01

Relative 60 No. 6 6 6 6 6 6 6 6 6
Mean 0.48 2.5 2.4 4.9 129 0.33 0.33 3.11 0.19%

S.D. 0.03 0.4 0.2 0.5 36 0.02 0.01 0.19 0.03

300 No. 5 5 5 5 5 5 5 5 5
Mean 0.49 2.6 2.5 5.1 114 0.33 0.36 3.00 0.19

S.D. 0.02 0.4 0.4 0.7 37 0.01 0.02 0.13 0.02

Significantly different from control (#*:p<0.05)
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Table 8-6 Absolute and rerative organ weights of male rats administered orally with 2,3-Dimethylaniline for 28 days
and followed by a recovery period for 14 days

Kidney Kidney Kidney Adrenal Adrenal Adrenal Testis Testis Testis

Dose (R) (L) (R+L) (R) (L) (R+L) (R) L) (R+L)

mg/kg glex g/g% g/ g% mg/ mgx mg/mg mg/mg% g/ 8% g/ g% g/ g%

0 No. 6 6 6 6 6 6 6 6 6

Mean 1.63 1.59 3.22 a3 34 67 1.57 1.565 3.12

S.D. 0.19 0.20 0.39 5 6 11 0.06 0.08 0.13

Absolute 60 No. 6 6 6 6 6 6 6 6 6

Mean 1.54 1.57 3.11 31 33 63 1.60 1.69 3.18

S.D. 0.16 0.19 0.34 2 2 4 0.11 0.08 0.19

300 No. 5 5 5 5 5 5 6 5 5

Mean 1.64 1.68 3.33 30 31 61 1.68 1.64 3.32

S.D. 0.11 0.09 0.18 2 3 5 0.09 0.16 0.24

0 No. 6 6 6 6 6 6 6 6 6

Mean 0.37 0.36 0.73 8 8 15 0.36 0.36 0.71

$.D. 0.04 0.04 0.07 1 1 2 0.04 0.04 0.08

Relative 60 No. 6 6 6 6 6 6 6 6 6

I Mean 0.36 0.36 0.72 7 7 156 0.37 0.37 0.74

| S.D. 0.04 0.05 0.09 1 1 1 0.03 0.03 0.06

300 No. 5 5 5 5 5 5 5 5 5

Mean 0.38 0.39 0.77 7 7 14 0.39 0.38 0.77

S.D. 0.03 0.02 0.04 1 i 2 0.03 0.056 0.08

No slgnificant difference

in any treated groups f{rom control

group.
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Table 8-7 Absolule and rerative organ weights of femaice rats administercd orally with 2,3-Dimethylaniline for 28 days
and followed by a recovery period for 14 days
Body Brain Thyroid Thyroid Thyroid Thymus Heart Lung Liver Spleen
Dose weight (R) (L) (R+L)
mg/ kg i g/ g% mg/mg% me/ mg mg/ mg% mg/ me gle% g/ g% g/e% £/ 8%
0 No. 6 6 6 6 6 6 6 6 6 6
Mean 255 1.96 6.9 6.4 13.2 391 0.92 1.056 6.98 0.49
$.D. - 12 0.04 1.1 1.3 2.3 87 0.09 0.08 0.78 Q.07
Absolute 60 No. 6 [ 6 G 6 6 6 6 6 6
Mean 259 1.90 6.7 6.4 13.0 372 0.94 1.07 7.39 0.53
S.D. 15 0.07 1.6 0.7 1.6 59 .05 0.06 0.45 0.03
300 No. 6 6 6 6 6 6 6 6 6 6
Mean 259 1.95 7.3 7.3 14.6 382 0.97 1.14 7.59 0.56
S.D. 24 0.07 0.6 0.6 1.1 88 0.10 0.03 0.70 0.05
0 No. 6 6 6 6 6 6 6 6 6
Mean 0.77 2.7 2.5 5.2 152 0.36 0.41 2.73 0.19
S.D. 0.03 0.4 0.5 0.8 16 0.04 0.02 0.26 0.02
Relative 60 No. 6 6 6 6 6 6 6 6 6
Mean 0.73 2.6 2.5 5.0 144 0.36 0.42 2.8% 0.21
S.D. 0.03 0.7 0.4 0.8 23 0.01 0.01 0.12 0.01
300 No. 6 6 6 6 6 6 6 6 6
Mean 0.76 2.8 2.9 5.7 148 0.38 0.44 2.94 0.22
S.D. 0.06 0.3 0.2 0.5 36 0.03 0.04 0.24 0.02
No significant difference in any treated groups from control group.
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Table 8-8 Absolute and rerative organ weights of female rats administered orally with 2,3-Dimethylantline for 28 days
and followed by a recovery period for 14 days

~ Kidney Kidney Kidney Adrenal Adrenal Adrenal Ovary Ovary Oovary

Dose (R) (L) (R+L)D (R) (L) (R+L) (R) (L) (R+L)
mg/kg g/ e% g/ g% &/ 8% mg/mg% mg/mE% meg/ mg mg/ mg mg/ mg% mg/ mg%
0] No. 6 6 6 6 ] 6 6 6 6
Mean 0.97 0.96 1.93 37 39 76 45.8 44.8 90.5

S.D. 0.08 0.05 0.12 4 5 9 6.3 6.9 12.5

Absolute 60 No. 6 6 6 6 6 6 6 6 6
Mean 0.98 1.00 1.98 36 38 74 52.6 49.2 101.8

S.D. 0.06 0.07 0.12 5 3 7 9.0 3.3 12.0

300 No. 6 6 6 6 6 6 6 6 6
Mean 1.01 1.01 2.02 31 33x% 64% 48.0 46,2 94.1

S.D. 0.10 0.12 0.21 2 2 3 8.6 15.6 23.8

0 No. 6 6 6 6 6 6 6 ) 6 6
Mean 0.38 0.37 0.76 14 15 30 17.9 17.56 35.56

S.D. 0.03 0.03 0.06 2 2 4 2.2 2.3 4.2

Relative 60 No. 6 6 6 6 6 6 . 6 6 6
Mean 0.38 0.39 0.77 14 15 29 20.5 19.1 39.5

S.D. 0.01 0.03 0.04 2 1 4 4.2 2.1 6.2

300 No. 6 6 6 6 6 6 6 6 6
Mean 0.39 0.39 0.78 12 13% 25 18.5 17.8 36.3

5.D. 0.04 0.02 0.05 2 2 3 2.8 5.8 8.5

Significantly different from control (*:p<0.05)
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Table ¢9-1 Histopathological findings of male rats administered orally with 2,3-Dimethylaniline for 28 days

Organs Dose (mg/kg) 0 12 60
No. of animals . 6 6 6
~-findings Grade 0 1 2 3 4 P Obs TE 01 2 3 4 P Obs TE 01 2 3 4 P Obs TE

Stomach

-erosion, glandular stomach 6 6
Liver

~-fattly change, hepalocyte, periportal
-hepatodiaphragmatic nodule

-deposit, hemosiderin, Kupffer cell
-proliferation, bile duct
-hematopoiesis, extramedullary
-hypertrophy, hepatocyte, centrilobular
Pancreas

~atrophy, lobular 5 1 1 6
Spleen

~-deposit, hemosiderin, red pulp
-hematopoiesis, extramedullary 6 6
-congestion 6
Kidney

-necrosis, paplllary

~eosinophilic body

-basophilia, renal tubule

-dilatation, renal tubule

-mineralization, inner medulla

~hyaline cast

-cellular infiltration, interstitium, cortex
Urinary bladder

~cellutar infiltration, submucosa
Testis

-atrophy, seminiferous tubule : 6 6 1 1 1

Prostate

~cellular infiltration, inlerstitium 6 6

Femur (Bone marrow)

-hematopoiesis, increased 6 6 6 6 5 1 1 6
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0 : No remarkable changes 1 : Slight 2 : Mild 3 ! Moderate 4 : Severe

P ! Present (used when grading of severity was not done, such as case in the neoplastic lesion)
Obs : Observed number

TE : Total Examined

No significant difference in any treated groups from control group.
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Table 9-2 Histopathological findings of male rats administered orally with 2,3-Dimethylaniline for 28 days
Organs Dose (mg/kg) 300
No. of animals 5

~findings Grade 0 1 2 3 4 P Obs TE
Stomach

~erosion, glandular stomach 4 1 1 5
Liver

-fatty change, hepatocyte, periportal 3 2 2 5
-hepatodiaphragmatic nodule S 5
~deposit, hemosiderin, Kupffer cell 4 1 1 5
-proliferation, bile duct 4 1 1 5
~hematopoiesis, extramedullary 1 4 4% 5
~hypertrophy, hepatocyte, centrilobular 5 5%k §
Pancreas

-alrophy, lobular 5 5
Spleen

~-deposit, hemosiderin, red pulp 5 5%k §
~hematopoiesis, extramedullary 5 Skk 5
-congestion 5 5%x 5
Kidney

-necrosis, papillary 2 1 2 3 5
~eosinophilic body 1 4 5% b
-basophilia, renal tubule 4 1 1 5
~dilatation, renal tubule 3 1 1 2 5
-mineralization, inner medulla 4 1 1 5
-hyaline cast 5 5
-cellular infiltration, interstitium, cortex 4 1 1 5
Urinary bladder

~cellular infiltration, submucosa 3 2 2 5
Testis

~atrophy, seminiferous tubule 5 5
Proslale

~cellular infiltration, interstitium 4 1 1 5
Femur (Bone marrow)

-hematopoiesis, increased 1 4 %k 5
0 : No remarkable changes 1 : Slight 2 ¢ Mild 3 : Moderate 4 : Severe

P : Present (used when grading of severily was not donc, such as case in the neoplastic lesion)
Obs : Observed number

TE : Total Examined

* 1 p<0.05 ; %% : p<0.01 (Significant difference from control group)
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Table 9-3 Histopathological findings of female rats administered orally with 2,3-Dimethylaniline for 28 days
Organs Dose (mg/kg) 0 12 60
No. of animals . 6 6 6
-findings Grade 01 2 3 4 P 0Obs TE 0 1 2 3 4 P Obs TE 0 1 2 3 4 P Obs TE
Lung (Bronchus)
-in{lammation, focal 5 1 1 6
Rectum
-cellular infiltration, submucosa 5 1 1 6
Liver
-fatty change, hepatocyte, periportal 2 4 4 6 1 5 5 6 6 6 6
-deposit, hemosiderin, Kupffer cell 6 6 6 6 6 6
-proliferation, bile duct 6 6 6 1} i} 6
-hematopoiesis, extramedullary 6 6 6 6 G 6
-hypertrophy, hepatocyte, centrilobular 6 6 6 6 6 6
Spleen
-deposit, hemosiderin, red pulp 6 6 6 1 5 6xx 6 [ 6%k 6
~-hematopoiesis, extramedullary 6 6 6 6 6 6 6 6 6
Kidney
-necrosis, papiltary G 6 6 6 6 6
-dilatation, renal tubule 6 6 6 6 6 6
~hyaline cast 6 6 6 6 6 6
-cellular infiltration, interstitium, cortex 6 6 6 6 6 6
Femur (Bone marrow)
-hematopoiesis, increased 6 6 6 6 4 2 2 6
0 : No remarkable changes 1 : Slight 2 @ Mild 3 : Moderate 4 : Severe

P : Present (used when grading of severity was not done, such as case in the neoplastic lesion)
Obs : Observed number

TE : Total Examined

*% : p<0.01 (Significant difference from contirol group)
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Table 90-4 Histopathological findings of female rats administered orally with 2,3-Dimethylaniline for 28 days
organs Dose (mg/kg) 300
No. of animals 6

-findings Grade 0 1 2 3 4 P Obs TE

Lung (Bronchus)

-inflammation, focal 6 6

Rectium

-cellular infiltration, submucosa 6 6

Liver

-fatly change, hepatocyte, periportal 3 3 3 6

-deposit, hemosiderin, Kupffer cell 3 3 3 6

-proliferation, bile duct 2 1 3 4% 6

-hematopoiesis, extramedullary 2 4 4% 6

-hypertrophy, hepatocyte, centrilobular 6 Gk 6

Spleen

~-deposit, hemosiderin, red pulp 2 4 G* 6

~hematopoiesis, extramedullary 6 6% 6

Kidney

-necrosis, papillary 3 3 Gk 6

-dilatation, renal tubule 32 1 3 6

-hyaline cast 3 3 3 6

-cellular infiltration, interstitium, cortex 5 1 1 6
Femur (Bone marrow)

~hematopoiesis, increased 6 6ik 6

0 : No remarkable changes 1 ¢ Slight 2 Mild 3 ! Moderate 4 : Severe
P : Present (used when grading of severity was not done, such as case in the neoplastic lesion)

Obs : Observed number
TE : Total Examined

* : p<0.05 ; %% : p<0.01 (Significant difference from control group)
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Table 9-5 Histopathological findings of male rats administered orally with 2,3-Dimethylaniline for 28 days
and followed by a recovery period for 14 days

organs Dose (mg/kg) . 0 60 300
No. of animals 6 6 5

~findings Grade 0 1 2 3 4 P Obs TE 0 1 2 3 4 P Obs TE 01 2 3 4 P Obs TE
Liver

-fatty change, hepalocyte, periportal 4 2 6 6 2 3 J 5
Spleen

-deposit, hemosiderin, red pulp 6 6 6 6 6 6 5 Sk 5
~hematopoiesis, extramedullary 6 6 6 6 6 6 5 5 5
Kidney

-necrosis, papillary 6 6 [ 6 2 1 2 3 5
-eosinophilic body 1 2 3 5 6 1 3 2 5 6 1 3 1 4 5
-basophilia, renal tubule 6 6 6 6 3 2 2 5
-mineralization, inner medulla 6 6 6 [ 3 2 2 5
~cellular infiltration, interstitium, cortex 6 6 6 6 2 3 3 5
Femur (Bone marrow)

-hematopoliesis, increased 6 6 6 6 4 1 1 5
0 ¢ No remarkable changes 1 ¢ Slight 2 : Mild 3 : Moderate 4 : Severe

P : Present (used when grading of severity was not done, such as case in the neoplastic lesion)
Obs : Observed number

TE : Total Examined

k% 1 p<0.01 (Significant difference from control group)
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Table 9-6 Histopathological findings of female rats administered orally with 2,3-Dimethylaniline for 28 days
and followed by a recovery period for 14 days
organs Dose (mg/kg) . 0 60 300
No. of animals 6 6 6

-findings Grade 0 1 2 3 4 P Obs TE 0 1 2 3 4 P Obs TE 0 1 2 3 4 P Obs TE
Liver

-fatty change, hepatocyle, periportal 1 5 5 6 1 5 5 6 1 6 5 6
-proliferation, bile duct 6 6 6 6 3 3 3 6
Spleen

-deposit, hemosiderin, red pulp 3 3 6 6 6 6 6 6 6 6
~hematopoiesis, extramedullary 6 6 6 6 6 6 6 6 6
Kidney

-necrosis, papillary 6 6 6 6 2 2 2 4% 6
-basophilla, renal tubule 6 6 6 6 5§ 1 1 [
-hyaline cast 5 1 1 6 6 6 6 6
-hyaline droplet 5 1 1 6 6 6 6 6
Femur (Bone marrow)

~hematopoiesis, increased 6 6 6 6 3 3 3 6
0 : No remarkable changes 1 : Slight 2 : Mild 3 ! Moderate 4 : Severe

P : Present (used when grading of severity was not done, such as case in the neoplastic lesion)

Obs : Observed number
TE : Total Examined
% : p<0.05 (Significant di

fference from control group)
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Table 9-7 Histopathologlcal findings of rats administered orally with 2,3-Dimethylaniline for 28 days
and followed by a recovery period for 14 days (Gross lesions)
Dose Animal
Sex mg/Kg number Oorgans Gross pathological findings Histopathological findings (grade)x
Female 0 1108 Stomach ~Dark red spot in glandular stomach -Erosion, glandular stomach (+)
60 3109 Stomach ~-Dark red spot in glandular stomach -Erosion, glandular stomach (+)
300 4108 Stomach -Dark red spot in glandular stomach ~Eroslion, glandular stomach (+)
4109 Stomach -Dark red spot in glandular stomach -Erosion, glandular stomach (+)

* 3 o+ 1 Mild
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Table 9-8 _ Histopathological findings of male rats administered orally with 2,3-Dimethylaniline for 28 days

Dose (mg/kg) 300 300

Organs

Animal
-findings number

Cerebrum
Cerebelium
Spinal cord
Sciatic nerve
Heart
~adhesive inflammation, pericardium
Trachea
Lung (Bronchus)
hesive inflammation, pleura
~pulmonary edema
Stomach
Duodenum
Jejunum
Ileum
Cecum
Colon
E?ctum
-fatty change, hepatocyte, periportal
Pancreas
Pituitary
Thyroid (Parathyroid)
Adrenal
Thymus
Spleen
-deposit, hemosiderin, red pulp
-hematopoiesis, extramedullary
Mesenteric¢c lymph node
Cervical lymph node
idney
-necrosisllfapillary

-eosino c bodY
~dil nfn jon. renal tunbule

-mineralizalion, inner medulla
~hyaline cast
%rig?ry bladder

Epididymis
Prostate

S¥ernnm (Bone marrow)
Femur (Bone marrow)
-hematopoiesis, increased

N OOOOOOHHNINN OONN OOOO0O— DOOOQDDNIN ON OO00 | oo
N OCOOOTOITODHN QOHN SOOOIDD DOCIOODNN OO OO0O0 | h——on

0 : No remarkable changes 1 : Slight 2 : Mild 3 : Moderate 4 : Severe P : Present a) L : Lost specimené
a): "Present" is used when grading of severity was not done, such as case in the neoplastic lesion.
D : Dead
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