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Table 14-1 Food consumption of female rats treated orally with aniline, 2,6—dimethyl- in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test
( g/rat/day )
Dose Days of premating Days of pregnancy Days of lactation

(mg/kg) 1 7 14 0 7 14 20 0 3
0 21 20 21 17 24 25 25 21 47
+ 3 + 5 + 4 += 3 + 4 + 4 + 6 + 10 += 9

(12) (12) (12) an an (11) (11) (11 (11)
2 22 21 21 15 24 24 22 18 52
+= 3 + 4 + 3 + 4 + 2 + 5 + 8 += 7 + 7

(12) (12) (12) (1D an an (11) (11) an
10 21 23 20 17 24 24 24 19 49
+ 3 += 3 + 3 += 3 + 3 + 3 += 7 + 7 = 7
(12) (12) (12) (10) (10 (10) (10) 9 9
50 20 19 21 14 23 23 25 22 45
+= 2 + 3 + 2 + 4 + 2 + 3 + 5 + 6 + 7

(12) (12) (12) (1D (1D (1D (11) 1y (10
250 20 21 20 13 22 26 24 26 45
+ 3 + 3 + 3 + 6 + 3 + 3 + 8 + 6 + 10
(12) (12) (12) (10) 9 9 9) ) (7N

Each value is expressed as mean+S.D.

(n) : No. of animals.
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Table 14-2 Food consumption of female rats of the satellite group treated orally with aniline, 2,6—dimethyl- in the combined
repeated dose toxicity study with the reproduction/developmental toxicity screening test
( g/rat/day )
Dose Days of administration ( Days of recovery )
(mg/kg)

1 7 14 21 28 35 42 (0) 49 (7) 55 (13)

0 24 23 19 22 21 20 17 23 25

+ 5 + 3 + 2 + 4 + 2 + 3 + 4 + 4 + 5

5) )] (5 (%) (5 (%) (5) 5) )

250 20 21 19 21 19 20 21 26 22

* 4 + 2 + 3 + 2 + 4 + 4 + 3 + 5 + 2

(5) &) (5) (5) ) (%) ) (5) )

Each value is expressed as mean=*S.D.
(n) : No. of animals.
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Table 15 -1 Urinary findings of male rats treated orally with aniline, 2,6—dimethyl-
in the combined repeated dose toxicity with the reproduction/developmental toxicity screening test

< On day 36 of administration period >

Dose  No. of Color Cloudy Volume®  Specific” Na® Na¥ K¥ K? pH
(mg/kg) animals PY Y PB — + (mL/18hr) gravity (mEg/L) (mEq/18hr) {(mEq/L) (mEq/18hr) 6.0 6.5 7.0 7.5 8.0 8.5
0 5 1 3 1 3 2 11.5 1.053 102 1.15 258 2.90 5
+23 + 0.007 + 32 + 0.39 + 47 + 0.31
2 5 4 1 2 3 11.0 1.056 124 1.35 302 3.22 1 1 3
+1.9 + 0.008 + 14 +0.18 + 75 + 0.37
10 5 4 1 4 1 11.7 1.056 108 1.19 283 2.99 2 3
+ 4.7 =+ 0.015 + 34 + 0.38 + 101 + 0.60
50 5 1 2 2 4 1 12.5 1.052 119 1.43 257 3.16 5
+ 3.1 + 0.005 + 26 + 0.10 + 32 + 0.40
250 5 4 1 5 30.0 * 1.031 **x 57 1.67 116 *x* 3.34 1 1 1 2
+ 8.3 =+ 0.007 + 5 +0.34 + 27 + 0.67
Dose No. of Protein Glucose Ketone body Qccult blood Urobilinogen Bilirubin
(mg/kg) animals — =+ R - = +  + - + + +# - *£ 4+ ++ +H+ 01 1 2 = +
0 5 5 5 1 1 3 4 1 5 5
2 5 1 4 5 4 1 4 1 5 5
10 5 2 3 5 2 3 5 5 5
50 5 2 2 1 * 5 2 2 1 5 5 5
250 5 1 4 * 5 4 1 5 5 5
a):Mean=*S.D.

Color : PY(pale yellow). Y(yellow). PB{pale brown).

Cloudy : —(negligible). +(cloudy).

Protein : —(negligible). =(15~30mg/dL). +(30mg/dL). ++(100mg/dL). +++{300mg/dL).
Glucose : —(negligible). £(0.1g/dL). +(0.25g/dL}. ++(0.5g/dL).

Ketone body : —(negligible). =(5mg/dL). +(15mg/dL). ++(40mg/dL).

Occult blood : ~—(negligible). *(trace). +(slight). ++(moderate). +++(marked).
Urobilinogen : Ehrlich unit/dL.

Bilirubin : —(negligible). + (slight). ++(moderate).

* : Significantly different from control at 5% level of probability.

%% : Significantly different from control at 1% level of probability.
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Table 15 ~ 2 Urinary findings of male rats treated orally with aniline, 2,6—dimethyl-
in the combined repeated dose toxicity with the reproduction/developmental toxicity screening test

< On day 36 of administration period >

Crystals
Dose No. of Erythrocytes Leukocytes Mg Ca Ams
(mg/kgL animals — + — + o+ — + ++ +++ — + ++ +++ — + o+
0 5 4 1 4 1 2 1 1 1 5 5
2 5 5 5 5 5 5
10 5 5 5 4 1 5 5
50 5 5 5 3 1 1 5 5
250 5 5 5 3 2 5 5
Epithelial cells Casts Fat
Dose No. of Sq R S G H \W globules
(mg/kg) animals — + + +++ — F 4+ — +  + - + + - + -+ - + +
0 5 1 4 5 5 5 5 5 5
2 5 3 2 5 5 5 5 5 5
10 5 4 1 5 5 5 5 5 5
50 5 2 3 5 5 5 5 5 5
250 5 4 1 5 5 4 1 5 5 5
— : Not observed. + : A few in some fields. ++ : A few in all fields. +++ : Many in all fields.
Crystals Epithelial cells Casts
Mg(ammonium magnesium phosphate) Sq{squamous) G(granule)
Ca(calcium carbonate) R{round) H(hyaline)
Ams(amorphous) S(spindle) Wi(waxy)
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Table 15 - 3 Urinary findings of male rats treated orally with aniline, 2,6-dimethyl-
in the combined repeated dose toxicity with the reproduction/developmental toxicity screening test
< On week 2 of recovery period >
Dose No. of Color Cloudy Volume®  Specific” Na® Na® K¥ K¥ pH
(mg/kg) animals C PY Y — + (mL/18hr) gravity (mEq/L) (mEq/18hr) (mEq/L) (mEq/18hr) 6.0 6.5 7.0 7.5 8.0 8.5
0 5 1 2 2 5 16.7 1.055 139 1.86 292 3.90 5
+9.7 + 0.018 + 76 + 0.29 + 137 + 0.34
250 5 5 5 14.9 1.053 108 1.63 268 3.99 3 2
+ 2.3 + 0.005 + 17 + 0.43 + 16 + 0.57
Dose  No. of Protein Glucose Ketone body Occult blood Urobilinogen Bilirubin
(mg/kg) animals — =+ + ++ +++ — * +  ++ e + 4+ 4+ +++ 01 1 2 — 4+ 4+
0 5 3 2 5 2 3 5 5 5
250 5 5 5 3 2 * 4 1 5 5
a):Mean=*S.D.

Color : C(colorless).PY(pale yellow).Y(yellow).

Cloudy : —(negligible). + (cloudy).

Protein : —(negligible). (15~30mg/dL). +(30mg/dL). ++(100mg/dL}. +++(300mg/dL).
Glucose : —(negligible). £(0.1g/dL). +(0.25g/dL). ++(0.5g/dL).

Ketone body : —(negligible). = (5mg/dL). +(15mg/dL). ++(40mg/dL).

Occult blood : —{(negligible). *(trace). +{slight). ++{moderate). +++(marked).
Urobilinogen : Ehrlich unit/dL.

Bilirubin : —(negligible). + (slight). ++(moderate).

* : Significantly different from control at 5% level of probability.



Table 15 - 4

Urinary findings of male rats treated orally with aniline, 2,6-dimethyl-
in the combined repeated dose toxicity with the reproduction/developmental toxicity screening test

< On week 2 of recovery period >

Crystals
Dose No. of Erythrocytes Leukocytes Mg Ca Ams
(mg/kg) animals + — +  ++  ++ — 4 ++ +4+ — + ++ +
0 5 5 4 1 5
250 5 1 5 1 2 2 5
Epithelial cells Casts Fat
Dose No. of Sq R S G H \ globules
(mg/kg) animals + - = +  ++ — + + — + — + ++
0 5 3 5 5 5 5 5
250 5 3 5 5 5 5 5

o
o Crystals

Mg(ammonium magnesium phosphate)
Ca(calcium carbonate)

Ams(amorphous)

3-L£3-30 "ON Apnig

— : Not observed. =+ : A few in some fields. ++ : A few in all fields. +++ : Many in all fields.

Epithelial cells Casts
Sq(squarmous) G(granule)
R(round) H(hyaline)
S(spindle) W(waxy)
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Table 16-1 Hematological findings of male rats treated orally with aniline, 2,6—dimethyl-
in the combined repeatd dose toxicity study with the reproduction/developmental toxicity screening test
< After administration period >
Dose  No. of RBC Hb Ht MCV MCH MCHC Ret. Met-Hb Hein-B Plat.
(mg/kg) _animals (10%/upl)  (g/dL) %) (fL) (pg) %) (%0) (%) (%0) (10*/ u L)
0 5 863 15.7 45.1 53 18.2 34.7 24 0.9 0 132
+ 29 = 0.1 + 0.5 * 1 += 0.7 + 0.6 =+ 2 = 0.1 += 0 + 16
2 5 865 15.8 45.5 53 18.3 34.7 25 1.0 0 138
+ 51 += 0.8 + 25 + 1 + 0.6 = 0.6 + 3 += 0.2 += 0 * 15
10 5 869 15.6 45.3 52 17.9 34.4 26 0.9 0 116
+ 38 + 0.7 + 1.2 + 1 += 0.7 += 1.2 * 4 = 0.3 += 0 + 12
50 5 842 15.6 45.1 54 18.6 34.7 34 0.9 0 145
+ 58 *= 0.6 + 1.2 + 2 + 0.8 += 0.7 += 21 + 0.2 + 0 + 17
250 5 764 *x* 14.1 ** 42.6 56 * 18.4 33.0 ** 51 #x 2.1 % 0 133
+ 38 = 0.7 + 2.0 + 2 += 0.3 += 0.6 + 12 *+ 0.5 + 0 + 24
Differential leukocyte counts (%)
Dose  No. of PT APTT WBC Neutro.

(mg/kg) animals (sec) {sec) (10*/ L)  Baso. Eosin. Stab. Seg. Lymph. Mono. Other

0 5 13.7 23.0 77 0 1 0 14 83 2 0

+ 0.4 + 1.7 + 18 += 0 + 1 += 0 + 4 + 4 += 1 += 0

2 5 13.8 22.3 76 0 1 0 14 83 2 0

+ 0.8 += 1.5 * 13 += 0 + 1 = 0 + 2 + 3 + 2 += 0

10 5 13.9 21.1 57 0 1 0 12 85 2 0

+ 0.3 += 1.4 + 16 +* 0 + 1 += 0 + 3 + 3 + 1 += 0

50 5 13.6 21.9 76 0 0 0 17 81 2 0

+ 0.2 + 1.2 + 17 = 0 + 1 + 0 + 6 + 7 + 1 += 0

250 5 14.0 22.5 86 0 0 0 16 82 2 0

+ 0.3 += 2.3 + 8 += 0 += 0 + 0 =+ 5 + 5 + 1 += 0

Each value is expressed as mean=*S.D.
* : Significantly different from control at 5% level of probability.
: Significantly different from control at 1% level of probability.



Table 16-2 Hematological findings of male rats treated orally with aniline, 2,6-dimethyl-
in the combined repeatd dose toxicity study with the reproduction/developmental toxicity screening test

< After recovery period >

-LG-

Dose No. of RBC Hb Ht MCV MCH MCHC Ret. Met-Hb Hein—-B Plat.
(mg/kg) _animals 104/ p L) (g/dL) (%) (fL) (pg) (%) (%o0) (%) (%0) (10*/ u L)
0 5 847 15.3 44.5 53 18.1 34.4 32 0.7 0 131
+ 44 + 05 += 1.0 =+ 3 += 0.8 += 0.7 + 6 + 0.4 += 0 + 13
250 5 808 14.8 440 55 18.4 33.7 27 0.7 0 135
=+ 34 + 0.6 + 1.5 4+ 2 + 0.8 += 0.3 =+ 3 + 0.2 += 0 =+ 14
Differential leukocyte counts (%)
Dose  No. of PT APTT WBC Neutro.
(mg/kg) animals (sec) (sec) (10%/ L) Baso. Eosin. Stab. Seg. Lymph. Mono. Other
0 5 13.7 22.5 87 0 2 0 18 78 3 0
= 0.3 +* 1.1 + 26 +*= ¢ += 1 +*= 0 + 5 + 5 +* 1 + 0
250 5 13.9 22.6 88 0 2 0 18 78 2 0
+* 0.8 += 2.0 + 22 += 0 += 1 += 0 =+ 3 =+ 4 += 2 += 0

3-L£3-20 "ON Apmig

Each value is expressed as mean=S.D.
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Table 17-1 Hematological findings of female rats treated orally with aniline, 2,6—dimethyl-
in the combined repeatd dose toxicity study with the reproduction/developmental toxicity screening test

< After administration period >

Dose  No. of RBC Hb Ht MCV MCH MCHC Ret. Met-Hb Hein-B Plat.
(mg/kg) animals (10 ul) (g/dL) (%) (fL) (pg) %) (%0) (%) (%) (10°/ p L)
0 5 669 12.8 38.0 57 19.2 33.7 76 0.9 0 178
=+ 20 +*= 04 + 0.6 + 1 += 05 += 0.5 =+ 7 + 0.1 += 0 + 47
2 5 634 12.4 35.9 * 57 19.5 34.4 81 0.8 0 168
+ 49 * 0.7 + 1.5 =+ 3 += 0.8 +* 0.7 +* 30 + 0.3 + 0 + 19
10 5 690 12.9 38.4 56 18.7 33.6 67 1.1 0 173
=+ 31 += 0.2 + 0.7 + 2 += (.8 +* 0.5 += 11 +* 0.2 +* 0 + 9
50 5 713 13.4 40.2 ** 57 18.8 33.3 79 1.1 0 172
=+ 38 *= 0.5 + 1.3 =+ 3 += 1.0 + 0.7 += 21 += 0.1 += 0 =+ 25
250 5 628 12.2 37.0 59 19.6 33.0 121 1.9 % 0 202
+ 46 +*= 04 += 0.3 + 4 += 1.5 += 0.7 + 46 +* 0.5 £ 0 + 59
Differential leukocyte counts (%)
Dose  No. of PT APTT WBC Neutro.
(mg/kg) animals (sec) (sec) (10*/ p L) Baso. Eosin. Stab. Seg. Lymph. Mono. Other
0 5 13.8 17.0 71 0 0 0 26 71 2 0
+= 0.1 +* 0.6 + 10 = 0 +*= 1 + 0 + 4 =+ 3 +* 2 + 0
2 5 13.9 17.7 79 0 0 0 33 65 1 0
= 0.3 +* 3.3 =+ 30 += 0 * 0 = 0 + 7 + 7 += 1 +*= 0
10 5 13.8 19.1 53 0 2 0 37 59 2 0
* 0.2 += 1.1 =+ 21 += 0 = 2 +*= 0 =* 8 + 9 * 1 +* 0
50 5 14.0 18.0 59 0 1 0 19 78 2 0
+*= 0.4 +* 2.2 =+ 14 += 0 += 1 += 0 =+ 9 + 10 + 2 +* 0
250 5 13.9 16.6 55 0 0 0 21 76 3 0
+= 04 += 2.0 =+ 7 = 0 x* 0 + 0 += 10 =+ 10 += 1 = 0

Each value is expressed as mean=S.D.
* : Significantly different from control at 5% level of probability.
*% : Significantly different from control at 1% level of probability.
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Table 17-2 Hematological findings of female rats of the satellite group treated orally with aniline, 2,6—dimethyl-
in the combined repeatd dose toxicity study with the reproduction/developmental toxicity screening test
< After recovery period >
Dose  No. of Ht Met-Hb Hein-B
(mg/kg) _animals %) (%) (%)
0 5 42.7 0.5 0
+ + 923 + + += 0.1 + 0
250 5 43.0 0.5 0
* += 1.5 + + + + + 0.4 + 0
Differential leukocyte counts (%)
Dose  No. of WBC Neutro.
(mg/kg) animals (10%/ 1) Lymph. Mono.
0 5 42 0 2 78 1
+ + 11 0 + 1 + + + 5 + 1 +
250 5 36 0 2 81 1 0
+ + 8 += 0 + 1 + + + 6 + 1 + 0

3-L€3-20 'ON Apnig

Each value is expressed as mean=S.D.
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Table 18-1 Blood biochemical findings of male rats treated orally with aniline, 2,6-dimethyl-
in the combined repeatd dose toxicity study with the reproduction/developmental toxicity screening test

< After administration period >

Dose  No. of LDH GOT GPT ALP v -GTP ChE T.P. Alb. A/G T-Cho.
(mg/kg) animals (IU/L) (IU/L) (1U/L) (IU/L) (IU/L) u/L) (g/dL) (g/dL) (mg/dL)

0 5 292 69 35 409 0.77 52 6.19 3.03 0.96 66

+ 111 =+ 6 + 4 += 92 + 0.21 + 17 + 0.32 + 0.21 + 0.06 + 7

2 5 298 65 36 545 0.93 58 6.42 3.32 1.07 * 71

+= 109 =+ 7 =+ 3 + 147 + 0.17 += 14 + 0.27 + 0.20 + 0.09 +* 11

10 5 285 65 33 440 0.85 76 6.20 3.20 1.07 * 60

+ 139 + 9 =+ 5 + 66 + 0.20 + 42 + 0.24 + 0.21 + 0.08 + 9

50 5 411 104 60 453 1.11 45 6.28 3.29 1.10 ** 66

+ 279 + 100 + 58 + 66 =+ 0.73 + 19 =+ 0.10 -+ 0.05 + 0.03 += 10

250 5 300 70 45 462 0.84 70 6.02 3.11 1.06 76

+= 87 + 7 + 11 + 87 =+ 0.07 + 31 + 0.22 + 0.14 + 0.04 = 13

Dose No. of T.G. Glu. BUN Crea. T-Bil. Ca P Na K Cl
(mg/kg) animals (mg/dL)  (mg/dL) (mg/dL)  (mg/dL)  (mg/dL) (mg/dL) (mg/dL) (mEg/L) (mEq/L) (mEg/L)

0 5 60 157 14.1 0.46 0.28 9.8 6.3 145 4.78 106

+= 14 =+ 6 += 1.2 + 0.06 + 0.03 += 0.2 + 0.3 + 1 %+ 0.18 + 1

2 5 58 151 14.4 0.41 0.32 9.8 6.3 147 4.74 106

+ 29 += 11 += 2.1 =+ 0.03 =+ 0.04 + 0.3 + 0.4 + 1 =+ 0.36 =+ 0

10 5 46 166 12.5 0.45 0.28 9.7 6.6 146 4.82 106

+ 16 += 19 + 1.6 =+ 0.05 =+ 0.05 + 0.2 + 0.5 + 1 + 0.38 + 1

50 5 54 166 13.9 0.54 0.30 9.7 6.0 146 5.10 107

+ 24 += 12 + 1.6 + 0.07 + 0.06 += 0.1 + 0.4 * 1 * 0.65 + 1

250 5 82 153 14.7 0.52 0.35 9.7 7.3 %% 147 5.02 107

+ 28 += 12 * 1.0 =+ 0.03 + 0.04 + 0.1 + 0.4 + 1 =+ 0.49 + 2

Each value is expressed as mean=+S.D.
* : Significantly different from control at 5% level of probability.
%k : Significantly different from control at 1% level of probability.



Table 18-2 Blood biochemical findings of male rats treated orally with aniline, 2,6—dimethyl-
in the combined repeatd dose toxicity study with the reproduction/developmental toxicity screening test

< After recovery period >

Dose  No. of LDH GOT GPT ALP v-GTP ChE T.P. Alb. A/G T-Cho.

(mg/kg) animals (IU/L) (1U/L) (IU/L) (IU/L) (1U/L) (IU/L) (g/dL) (g/dL) (mg/dL)
0 5 273 78 44 358 0.55 42 6.21 2.98 0.92 65
+ 158 + 13 + 19 =+ 98 + 0.16 * 14 + 021 *= 021 =+ 0.08 =+ 21
250 5 347 78 38 300 0.51 44 6.08 2.94 0.93 62
+ 181 + 8 =+ 4 =+ 75 + 0.18 =+ 21 +0.17 * 009 =+ 0.06 = 16

Dose  No. of T.G. Glu. BUN Crea. T-Bil. Ca P Na K Cl
(mg/kg) animals (mg/dL)  (mg/dl)  (mg/dl) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mEq/L) (mEq/L) (mEq/L)

0 5 74 160 14.5 0.48 0.26 9.6 6.4 145 4.88 105

+ 22 + 4 += 1.5 += 0.02 = 0.03 += 0.2 =+ 0.8 =+ 2 + 0.27 =+ 0

250 5 56 150 15.6 0.48 0.26 9.4 6.5 145 5.16 106

+= 24 += 11 *+ 1.8 + 0.03 =+ 0.02 + 0.1 X 04 + 1 =+ 0.30 + 1

-19-

Each value is expressed as mean*3S.D.
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Table 19-1 Blood biochemical findings of female rats treated orally with aniline, 2,6—-dimethyl-
in the combined repeatd dose toxicity study with the reproduction/developmental toxicity screening test
< After administration period >
Dose  No. of LDH GOT GPT ALP v -GTP ChE T.P. Alb. A/G T-Cho.
(mg/kg) animals (1IU/L) (1U/L) (IU/L) (1u/L) (Iu/L) (u/L) (g/dL) (g/dL) (mg/dL)
0 5 307 80 68 414 0.88 241 6.13 3.31 1.18 71
+ 64 + 12 + 11 + 133 + 0.55 + 35 + 037 = 023 =% 0.07 =+ 10
2 5 258 79 65 329 0.70 258 5.88 3.10 1.12 74
+ 52 =+ 8 + 5 =+ 67 + 0.26 + 100 + 019 = 002 £ 0.09 + 7
10 5 353 79 61 405 0.51 245 6.33 3.50 1.23 78
+ 188 =+ 7 + 8 + 105 + 0.22 + 55 + 037 = 026 == 0.06 + 9
50 5 337 75 61 508 0.90 220 6.17 3.41 1.23 91 *
+ 221 + 11 + 6 + 201 + 0.31 + 65 + 047 £ 037 £ 0.12 =+ 11
250 5 557 98 * 75 510 1.20 159 5.94 3.07 1.07 95 *
+ 230 =+ 13 + 19 + 201 + 0.23 + 20 + 033 = 029 =*= 0.09 + 17
Dose  No. of T.G. Glu. BUN Crea. T-Ril. Ca P Na K Cl
(mg/kg) _animals (mg/dL)  (mg/dL)  (mg/dL)  (mg/dL) (mg/dL)  (mg/dl)  (mg/dL)  (mEq/L)  (mEq/L) (mEg/L)
0 5 122 148 22.9 0.52 0.26 10.7 8.7 145 4.49 101
=+ 22 + 10 + 3.8 + 0.04 + 0.02 += 0.3 + 1.1 =+ 1 + 0.33 + 1
2 5 140 139 21.7 0.54 0.24 10.2 8.2 144 4.65 103
=+ 45 + 3 + 1.6 + 0.05 + 0.03 + 04 + 0.8 =+ 1 + 0.22 + 2
10 5 163 138 19.8 0.48 0.25 10.4 7.8 146 4,78 104
+ 81 + 14 + 49 =+ 0.07 + 0.02 += 0.5 + 0.8 + 2 + 0.41 + 3
50 5 142 141 24.1 0.48 0.27 10.6 7.9 145 4.83 103
+ 46 + 12 + 39 + 0.02 + 0.01 + 0.2 + 0.8 + 1 + 0.09 =+ 2
250 5 92 127 29.1 0.53 0.32 #k 10.3 8.5 144 5.17 102
+ 49 + 9 + 94 + 0.06 + 0.02 += 0.5 + 0.7 =+ 2 + 0.63 + 2

Each value is expressed as mean=*S.D.
% : Significantly different from control at 5% level of probability.
** : Significantly different from control at 1% level of probability.
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Table 19-2 Blood biochemical findings of female rats of the satellite group treated orally with aniline, 2,6—-dimethyl-
in the combined repeatd dose toxicity study with the reproduction/developmental toxicity screening test

< After recovery period >

Dose  No. of LDH GOT GPT ALP v -GTP ChE T.P. Alb. A/G T-Cho.
(mg/kg) animals (TU/L) (u/L) (IU/L) (IU/L) (tu/L) (u/L) (g/dL) (g/dL) (mg/dL)
0 5 306 104 45 187 0.79 661 7.13 4.14 1.39 95
+= 169 =+ 58 + 22 * 52 + 0.21 =+ 195 + 058 = 054 =+ 0.20 + 16
250 5 274 76 37 190 0.86 490 6.75 3.74 1.24 78
=+ 85 =+ 14 + 9 + 21 =+ 0.19 + 63 + 038 = 025 =+ 0.05 += 10
Dose  No. of T.G. Glu. BUN Crea. T-Bil. Ca P Na K Cl
(mg/kg) _animals (mg/dL) _ (mg/dL) (mg/dL) (mg/dL)  (mg/dL)  (mg/dL)  (mg/dL)  (mEq/L)  (mEq/L)  (mEq/L)
0 5 37 146 16.8 0.55 0.23 9.8 4.3 147 4.60 108
+ 25 + 18 + 1.8 + 0.05 = 0.02 + 0.3 + 0.4 =+ 2 *+ 0.25 + 1
250 5 20 129 16.8 0.54 0.22 9.7 4.7 147 4,33 108
=+ 6 + 12 + 1.4 + 0.07 £ 0.03 = 0.3 + 0.7 + 2 + 0.24 =+ 1

Each value is expressed as mean=S.D.



Table 20 Incidence of necropsy findings of male rats treated orally with aniline, 2, 6-dimethyl- in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

-$9-
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After administration period After recovery period
Dose (mg/kg) 0 2 10 50 250 0 250
Organs : Findings Fate K TK FP (D K UIC FP (D K FP (D K FP (D K FP (1) K
No. of animls 7 11 1 (12 10 1 1 (12 11 1 (12 6 1 (7) 4 1 (5) 5
Spleen : Large - 7 11 1 (12 10 1 1 12 11 1 (2 4 1 (5) 4 1 (5) 5
+ 0O 0 0 (0 0 0 0 (0) 0 0 (0) 2 0 (2) 0 0 (0) 0
Thymus : Reddish area - 7 11 1312 10 1 1312 11 1 (12 5 1 (6) 4 1 (5) 5
+ 0O 0 0 (0 0 0 0 (0) 0 0 (0) 1 0 (1) 0 0 (0) 0
Testis : Small, bilateral - 7 11 0 (1D 0 1 102 11 1 (12 6 1 (7) 4 1 (5) 5
+ o o0 1 (1) 0 0 0 (0) 0 0 (0) 0 0 (0) 0 0 (0) 0
Small, unilateral - 6 11 1012 10 1 1312 11 a2 5 1 (6) 4 1 (5) 5
+ 1 0 0 (0) 0 0 0 (0) 0 0 (0) 1 0 (1) 0 0 (0) 0
TK : Terminal killing. UC : Animal with unsuccessful copulation. FP :Failed to cause pregnancy. (T) : (Total)

—! negative. +: slight.
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Table 21 Incidence of necropsy findings of female rats treated orally with aniline, 2,6-dimethyl- in the combined repeated dose toxicity study with
the reproduction/developmental toxicity screening test
After administration period After recovery period®

Dose (mg/kg) 0 2 10 50 260 0 250
Organs : Findings  Fate K NP (D) K NP (D TK _UC_NP_KL (T) TK NP KL (D TK NP KL KE () TK TK
No. of animals 11 1 (2 11 1 (12) 9 1 1 1 (12 10 1 112 7 1 1 312 5 5
Liver : Large — 11 142 1 1 (12 9 1 1 1 (12 101 112 7 1 1 2 Q1 5 5
+ 0 0 (0) 0 0 (0) 0 0 0 0 (0) 0 0 0 (0 0 0 0 1¢(1) 0 0
Kidney : Large — 1 1 (2 11 1 (12 9 1 1 112 01 1012 7 1 1 1 Q0 5 5
+ 0 o (0) 0 0 (0) 0 0 0 0 (O 0 0 0 (0) 0 0 0 2(2) 0 0
Spleen : Small - 111 (2 11 2 9 1 1 112 100 1 1312 7 1 1 0(9 5 5
+ 0 0 (0) 0 0 (0) 0 0 0 0 (0) 0 0 0 (0) 0 0 0 3(3) 0 0
Thymus : Small — 11 1342 1 1 (12 9 1 1 1 Q12 10 1 1312 7 1 1 0 (9 5 5
++ 0 0 (0) 0 0 (0) 0 0 0 0(Q) 0 0 0 (O 0 0 0 3(3) 0 0
Adrenal: Large - 11 1 12 1 1 (12 9 1 1 1 (2 101 1312 7 1 1 0(9 5 5
+ 0 0 (0) 0 0 (0) 0 0 0 0 (O 0 0 0 (0 0O 0 0 3 (3) 0 0
Uterus : Hydrometra - 11 0 i1 1 (12 9 1 0 1 Qn 101 1 (12 7 1 1 312 5 5
++ 0 1 (1 0 0 (0) 0 0 1 0¢(1) 0 0 0 (0) 0 0 0 0 (0) 0 O

TK : Terminal killing UC : Animal with unsuccessful copulation. NP :Non—pregnant. KL :Killed because all pups died after delivery. KE :Killed in extremis. (T) : (Total)

a : Satellite group without copulation. —: negative. +! slight. ++: moderate.
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Table 22-1 Absolute and relative organ weights of individual male rats treated orally with aniline, 2,6—dimethyl-
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test
< After administration period >

Dose B.W. Brain Liver Kidney  Spleen Heart Thymus Thyroid Pituitary Adrenal  Testis %zgliicnlzl Epididymis
(mg/kg) (8 (2) (g) (g) (g (@ () (mg) (mg) (mg) (8 (g) (2
0 487 1.99 13.10 3.04 0.74 1.47 0.35 29.4 13.1 66.6 3.21 2.30 1.27
Absolute +36 £0.10 =*£1.29 *0.22 *0.05 *0.17 +0.04 +3.9 +0.9 +6.0 £0.47 £0.21 +0.16
) (5) (5) (5) 6)) (5) (5) (5) (5) 6)) ) 6)) (M
2 492 1.99 12.80 3.23 0.76 1.39 0.35 29.4 13.5 63.3 3.21 2.16 1.31
+37 *£0.10 =£1.32 x0.36 X0.09 =*0.14 +0.05 +4.3 +1.5 +3.8 *£0.66 *+0.27 +0.14
(12) (5) (5) 6)) 5) 5 (5) ® 6 6 (12) (5 (12)
10 493 1.99 13.39 3.24 0.76 1.38 0.37 32.9 13.4 58.8 3.42 2.26 1.40
+55 £0.07 £263 =044 £0.08 +0.20 +0.07 +3.3 +2.2 +8.2 £0.42 *0.30 +0.18
(12) (5) (5) (5) )] (5) (%) (5 (5) 5) (12) ) (12)
50 488 1.99 12.62 2.96 0.70 1.32 0.40 29.8 13.1 62.0 3.43 2.15 1.38
+44 +0.04 *1.78 £0.46 *0.13 *=0.13 +0.09 +3.5 +1.6 +9.3 £032 +0.47 +0.11
12) (5) 6] (5) 5 (5) ) (5 &) 5) (12) () (12)
250 446 2.01 14.12 3.43 0.92% 1.38 0.35 32.4 13.8 54.0 3.11 2.02 1.22
+25 *£0.10 £1.39 £0.38 =£0.14 +0.09 +0.11 +4.9 +1.1 *11.3 *0.55 =0.10 +0.16
(N (5 (5) (5 (&) (5) (5) (5) (5) (5) (N (5) ()]
0 487 0.40 2.64 0.61 0.15 0.30 0.07 5.9 2.6 13.5 0.66 0.47 0.26
Relative @ +36 +0.04 £0.18 £0.03 *0.02 *0.03 +0.01 +0.7 +0.1 +1.5 £0.11 *0.07 +0.04
) 6] ) (5) (5 (5) 5) (5 (5) (%) (7) ) (7
2 492 0.42 2.68 0.68 0.16 0.29 0.07 6.2 2.8 13.3 0.66 0.45 0.27
+37 %004 *£0.14 £0.06 £0.02 *=0.02 +0.01 +1.1 +0.2 +1.1 =£0.15 =*0.05 +0.04
(12) (5) (5) (5) (5) (5) (5) (5) (5) (5) (12) (5) (12)
10 493 0.41 2.70 0.66 0.15 0.28 0.07 6.7 2.7 12.0 0.69 0.46 0.29
+55 *£0.04 030 =005 =*0.01 =*0.02 +0.01 +0.4 +0.2 +1.9 £0.06 =*£0.03 +0.02
(12) () (5) (3) (5) (5) (5) (5 (5) 5) (12) 5) (12)
50 488 0.42 2.68 0.63 0.15 0.28 0.08 6.3 2.8 13.2 0.70 0.46 0.28
*+44  *+0.02 *+0.27 =008 *0.03 *=0.03 +0.02 +0.6 +0.3 +25 £0.06 =*=0.08 +0.02
(12) (5) (5 ®) (5) ® (5) (5 &) (5) (12) (5) (12)
250 446 0.44 3.10 % 0.76 *% 0.20 % 0.30 0.08 7.1 3.0 11.9 0.70 0.44 0.27
+25 £0.01 %026 X008 *=0.03 £0.01 +0.03 +0.9 +0.2 +2.3 =£0.13 *+0.04 +0.04
) (5) (5 (5) (5) (&) (5) (5 (5) (5) ) (5) m

Each value is expressed as mean * S.D.

(n) : No. of animals.

@ : Relative organ weight per 100g body weight.

* : Significantly different from control at 5% level of probability.
** : Significantly different from control at 1% level of probability.
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Table 22-2 Absolute and relative organ weights of individual male rats treated orally with aniline, 2,6—dimethyl-
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test
< After recovery period >

Seminal

Dose B.W. Brain Liver Kidney  Spleen Heart Thymus Thyroid Pituitary Adrenal  Testis vesicle Epididymis

(mg/kg) () (8) (g) (2) () (g) (2) (mg) (mg) (mg) (8 (8 (8

0 524 2.08 13.42 3.24 0.76 1.48 0.39 30.0 14.8 60.6 3.45 2.59 1.49

Absolute +46 +0.06 *1.61 X042 *0.10 =*0.18 +0.07 +1.8 +1.9 £11.2 £0.38 =*0.22 +0.15
)] ® ) (5) ® )] (5) (5) (5) (5) 5) (5) (5)

250 490 2.06 13.50 3.32 0.82 1.40 0.30 30.5 14.9 57.9 3.45 2.36 1.42

+56 *+0.08 *2.53 X047 *0.19 =*0.15 +0.06 +5.4 +1.4 +7.0 *£0.21 *=0.25 +0.10

(5) (5) (5) (5) (&) (%) (5) (5) (%) &) (5) (5) (5)

0 524 0.40 2.56 0.62 0.14 0.28 0.07 5.7 2.8 11.5 0.66 0.50 0.28

Relative @ +46  *+0.04 £0.10 *£0.05 =*0.02 =*=0.02 +0.01 +0.3 +0.2 +1.6 =*£0.07 =£0.02 +0.02
(5) (&) (5) (5) 6)] (%) 5) (5 )] 5) (5) (5) (5

250 490 0.42 2,74 0.68 0.16 0.29 0.06 6.3 3.1 11.8 0.71 0.48 0.29

+56 *+0.04 *0.27 =£0.05 *0.02 =*0.02 +0.01 +1.2 +0.3 +1.2 =*£0.05 =*0.06 +0.02

(5) (5 (5) (5) () (5 (5) (5) (5) (5) (5) (5) (5)

Each value is expressed as mean * S.D.
(n) : No. of animals.
@ : Relative organ weight per 100g body weight.
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Table 23~1 Absolute and relative organ weights of female rats treated orally with aniline, 2,6-dimethyl-
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test
< After administration period >

Dose B.W. Brain Liver Kidney  Spleen Heart Thymus Thyroid Pituitary Adrenal
(mg/kg) (8) (g) () (g) (8 (® (2 (mg) (mg) (mg)
0 330 1.93 11.63 2.03 0.76 1.06 0.30 25.2 19.5 77.3
Absolute +24 +£0.10 +0.5 *0.23 £0.14 £0.12 *0.13 +4.8 +1.1 +7.9
6)] (5) (5) (5) (5) (%) (5) (5) (5) (5)
2 329 1.88 11.11 1.97 0.66 1.01 0.26 27.1 19.0 67.8
*+17  £0.03 £0.99 +0.20 =£0.11 *0.13 =%=0.08 +0.9 +3.3 +9.5
(5) (5) (5) (5) (5) (5) (5) ) (5) (5)
10 327 1.95 11.77 2.06 0.62 0.99 0.29 26.8 19.3 78.7
+23 +0.04 *£1.30 +0.16 *0.06 =+0.08 =£0.10 +0.9 +1.4 +5.9
(5) 6)) (5) (5) (5) (5) (5) (5) (5) (5)
50 310 1.82 11.02 1.94 0.57 ¢ 1.05 0.27 23.7 16.5 70.4
+22 *0.04 £0.86 +0.19 £0.03 ==0.15 =*0.08 +3.2 +14 =£10.0
6)) (5) (5) (5) (5) (5) (5) (5) (5) (5)
250 304 1.89 12.00 2,22 0.68 1.00 0.20 28.4 17.6 72.0
+18 £0.16 *1.26 +0.33 £0.07 =*0.08 =*0.04 +2.7 +2.9 +8.4
(5 (5) (5) (5) (5) (%) (5) 5 (5) (5)
0 330 0.59 3.53 0.62 0.23 0.32 0.09 7.7 5.9 23.4
Relative @ +24 X£0.05 £0.22 +0.06 £0.03 =+0.04 =£0.03 +1.5 +0.3 +1.7
(5) 6)) (5) (5) (9 ()] (5) (5) (5) 5)
2 329 0.57 3.37 0.60 0.20 0.31 0.08 8.3 5.8 20.6
+17  *0.03 =*0.19 +0.03 =003 *0.03 +0.02 +0.3 +0.8 +2.5
(5) )] (5) (5 (5) (5 (5) (5) (5) (5)
10 327 0.60 3.59 0.63 0.19% 0.30 0.09 8.2 5.9 24.2
+23 *=0.04 +0.23 +0.03 *£0.02 +0.02 *0.03 +0.4 +0.7 +24
(5) (5) (5) (5) (5) (5) (5) ) (5) (5)
50 310 0.59 3.57 0.63 0.19% 0.34 0.09 7.7 5.4 22.8
+22 *£0.03 =*0.43 +0.05 £0.01 *0.04 =*0.02 +1.0 +0.8 +3.4
(%) &) (5) (5) (5) ) (5) (5) (5) 5)
250 304 0.62 3.94 0.73 %% 0.22 0.33 0.07 9.3 * 5.8 23.6
+18 £0.04 £0.27 +0.07 =*+0.01 =*=0.02 =£0.01 +0.7 +0.8 +1.9
(5) (5) (5 6] 6)] (5 (5) (5) (5) (5)

Each value is expressed as mean + S.D.

(n) : No. of animals.

@ : Relative organ weight per 100g body weight.

* : Significantly different from control at 5% level of probability.
%k : Significantly different from control at 1% level of probability.
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Table 23-2 Absolute and relative organ weights of female rats of satellite group treated orally with aniline, 2,6~dimethyl-
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test
< After recovery period >

Dose B.W. Brain Liver Kidney  Spleen Heart Thymus Thyroid Pituitary Adrenal

(mg/kg) () (g) (g) (g (g) (@ (g) (mg) (mg) (mg)

0 298 1.90 7.82 1.87 0.52 0.99 0.39 25.7 19.1 67.6

Absolute +33 *0.10 =*1.19 =*0.16 £0.07 +0.04 *0.13 +2.6 +2.0 +3.8
(5) (5) (5) (5) (5) &) (5) (5) (5) (5)

250 273 1.91 7.09 1.72 0.52 0.95 0.33 23.9 19.5 68.6
7 £006 =033 £0.10 =003 *£0.07 =*0.08 *+1.8 +3.8 +9.9
5 (%) (5) (5) (3) (5) 6)) (®) (5) ®)

0 298 0.64 2.61 0.63 0.17 0.33 0.13 8.7 6.4 22.9

Relative @ +33  +0.09 +£0.14 *£0.04 *0.02 *0.03 *0.04 *1.3  *+0.6 =33
(5) (5) (5) (5) (5) ®) (5) (®) (5) (5)

250 273 0.70 2.60 0.63 0.19 0.35 0.12 8.7 7.2 25.2

+7 %003 £0.16 +0.05 £0.01 *0.02 +£0.03 *£0.7 *£15  *4.0
(5) ©) (5) (5) (5) (5) ) (5) (5) (5)

Each value is expressed as mean %= S.D.
{(n) : No. of animals.
@ : Relative organ weight per 100g body weight.




Table 24-1 Incidence of histopathological findings of male rats treated orally with aniline, 2,6-dimethyl- in the combined repeated dose toxicity study with
the reproduction/developmental toxicity screening test
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After administration period After recovery period
Dose (mg/kg) 0 2 10 50 250 0 250
Organs : Findings Fate TK TK TK_FP (D TK TK K FP (D TK
No. of animals 5 5 4 1 (v 5 5 4 1 (v 5
Lung : Mineralization, artery — 5 13 ® # # 4 * # #
+ 0 # % # # 1 # # #
Accumulation, macrophage — 4 # % # # 5 #t # ®
+ 1 # # # # 0 # # #
Liver : Microgranuloma — 4 4 4 1 6) 5 4 4 0@ 4
+ 1 1 0 0 0 1 0 1@ 1
Necrosis, focal — 5 5 3 1@ 4 5 4 1 5
+,/+ 0 0 1 0@ 1 0 0O 0 W 0
Hypertrophy, hepatocellular, — 5 5 4 1 (5 4 1 4 1 ® 4
centrilobular + 0 0] 0 0 (O 1 4% 0 0 1
Kidney : Hyaline droplet, proximal - O] 0] 2 O] 0] O] 0 O] 0]
tubular epithelium + 54 (5) 5. (5) 2 1J® 5J () 0. 4 1J() 5J)
++ 0 0 0 0 0 5%k 0 0 0
Eosinophilic body, proximal — 5 5 4 1 () 3 3 4 1 (5 4
tubular epithelium +/++ 0 0 0 0O 2 2 0 0 1
TK : Terminal killing. FP :Failed to cause pregnancy. (I) : (Total) - : negative. +: slight. +: moderate.

** © Significantly different from control at 1% level of probability.
* © Significantly different from control at 5% level of probability.
# . Not examined.
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Table 24-2 Incidence of histopathological findings of male rats treated orally with aniline, 2, 6-dimethyl- in the combined repeated dose toxicity study with
the reproduction/developmental toxicity screening test
After administration period After recovery period
Dose (mg/kg) 0 2 10 50 250 250
Organs : Findings Fate TK TK K FP (D XK TK K FP (D TK
No. of animals 5 5 4 106 5 5 4 1 () 5
Kidney : Basophilic tubules — 4 5 4 0 3 0 0 3 1 @ 0
(Conti- + (1)] o) 0 ](0) 0 1 :l(l) 2 ](2) 2:](5)* 1 0 ](1) 3 ](5) *
nued) ++ 0 00 0 3 0 0 2
Necrosis, papilla - 5 5 4 1 () 5 2 4 1 B 2
+ 0 0 0 0 0 3 0 0O 3
Cast, protenous — 5 5 4 1 () 5 2 4 1 5
+ 0 0 0 0O 0 3 0 0 0
Cyst, solitary — 5 5 4 0 @ 4 5 4 1 () 5
+ 0 0 0 1M 1 0 0 0O 0
Cellular infiltration, - 5 5 3 1@ 4 5 4 0@ 5
lymphocyte, cortex + 0 0 1 0@ 1 0 0 1@ 0
Thymus : Hemorrhage — 5 # B # # 4 # # #
+ 0 4 * # # 1 * # #
Spleen : Hematopoiesis, extramedullary + 5 5 4 1 6) 5 2 4 1 ) 5
+4 0 0 0 0O 0 3 0 0 0
Deposit, hemosiderin + 5 5 4 1 () 4 0 3 1@ 3
++ 0 0 0 0O 1 Sk 1 0Q 2
TK : Terminal killing. FP :Failed to cause pregnancy. (T) : (Total). - negative. +: slight. +: moderate.

%t : Significantly different from control at 1% level of probability.
* ! Significantly different from control at 5% level of probability.
# : Not examined.



Table 24-3 Incidence of histopathological findings of male rats treated orally with aniline, 2,6-dimethyl- in the combined repeated dose toxicity study with
the reproduction/developmental toxicity screening test
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After administration period After recovery period
Dose (mg/kg) 0 2 10 50 250 0 250
Organs : Findings Fate TK FP w P {M FP K _FP (D FP
No. of animals 5 1 1 1@® 1 5 1 (8) 1
Testis : Atrophy, seminiferous tubule — 4 0 1 0 1 4 1 1 #
bilateral +,/+ 1 1 0 1 0 1 0 0 #
Atrophy, seminiferous tubule, — 5 1 1 1 1 4 1 1 3
uni lateral + 0 0 0 0 0 1 0 0 #
Epididymis : Decrease, sperm, unilateral — 4 0 1 1 1 4 1 1 &
+ 1 1 0O O 0] 1 0 0 #
Prostate : No abnormalities 5 1 1 1 1 5 1 1 t
Seminal vesicle: No abnormalities 5 1 1 1 1 5 1 1 #
TK : Terminal killing. UC : Animal with unsuccessful copulation. FP :Failed to cause pregnancy. (T) : (Total). —: negative. +: slight. ++ moderate.

# : Not examined.
No abnormalities were detected in the brain, pituitary, thyroid. parathyroid, trachea, heart, stomach, intestine, adrenal, urinary bladder, spinal cord, sciatic
nerve, bone marrow, lymph node and mammary gland from animals of control and 250mg/kg groups.



Table 25-1 Incidence of histopathological findings of female rats treated orally with aniline, 2, 6-dimethyl- in the combined repeated dose toxicity
study with the reproduction/developmental toxicity screening test

-e)-

After administration period After recovery period®
Dose (mg/ke) 0 2 10 50 250 0 250
Organs : Findings Fate TK TK TK TK TK TK TK
No. of animals 5 5 5 5 5 5 5
lung : Mineralization, artery — 4 B # # 5 # #
+ 1 # # # 0 # #
Accumulation, foam cell — 5 # # # 4 # #
+ 0 # # # 1 # #
Liver : Microgranuloma — 4 5 4 4 4 5 5
+ 1 0 1 1 1 0 (0]
Necrosis, focal — 4 5 5 5 5 5 5
+ 1 0 0 0 0 0 0
Hypertrophy, hepatocellular, — 5 5 5 4 2 5 5
centrilobular + 4] 0 0 1 3 0 0
Kidney : Cyst, solitary — 4 5 5 4 5 5 5
+ 1 0 0 1 0 0 0
Mineralization, cortico— — 4 5 5 4 5 5 5
medullary junction + 1 0] 0 1 0 0 0
Basophilic tubules - 5 5 5 5 2 5 3
+ 0 0 0 0 3 0 2

2-1£3-30 'ON Apnig

TK : Terminal killing. a :Satellite group without copulation. -—! negative. +: slight.
# . Not examined
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Table 25-2 Incidence of histopathological findings of female rats treated orally with aniline, 2, 6-dimethyl- in the combined repeated dose toxicity

study with the reproduction/developmental toxicity screening test

After administration period

After recovery period®

Dose (mg/kg) 0 2 10 50 250 0 250

Organs : Findings Fate T TK K TXK TK X TK

No. of animals 5 5 5 5 5 5 5

Kidney : Necrosis, papilla - 5 5 5 5 1 5 3

(Conti- +/+ 0 0 0 0 4% 0 2
nued)

Mineralization, papilla - 5 5 5 5 5 5

+ 0 0 0 0 1 0 0

Dilatation, distal tubule, - 5 5 5 5 3 5 5

diffuse + 0 0 0 0] 2 0 0

Cast, hyaline — 5 5 5 5 4 5 5

+ 0 0 0 0 1 0 0

Spleen : Hematopoiesis, + 4 4 5 5 3 5 5

extramedul lary ++ 1 1 0 0 2 0 0

Deposit, hemosiderin + 5 5 5 5 1 2 0

++ 0 0 0 0 4% 3 5

TK : Terminal killing. a :Satellite group without copulation. -: negative. +: slight. ++! moderate.
# : Not examined
% : Significantly different from control at 5% level of probability.
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Table 25-3 Incidence of histopathological findings of female rats treated orally with aniline, 2,6-dimethyl- in the combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test

After administration period After recovery period®
Dose (mg/kg) 0 2 10 50 250 0 250
Organs @ Findings Fate TK NP (D) NP (D UC NP KL (D NP KL (T) TK NP_KL (T)
No. of animals 5 16 1 11 10 1 1@ 5 1 1@
Pituitary: No abnormalities 5 1 1 1 1 1 1 1 5 1 1 # #
Uterus : Dilatation, lumen — 5 0 1 1 0 # 1 # 5 1 # # #
++ o1 0 01 & o # 0 # # #
Degeneration, vacuolar, — 5 0 1 1 0 # 1 # 5 1 # # #
endometrial epithelium ++ 0 1 0 0 1 # 0o # 0O 0 # # #
Ovary : No abnormalities 5 1 1 1 1 1 1 1 5 1 1 # #
Mammary gland: No abnormalities 5 1 # # # 1 1 5 # 1 # #

TK : Terminal killing. UC:Animal with unsuccessful copulation. NP :Non—pregnant. (T) : (Total)

KL : Killed because all pups died after delivery.

a :Satellite group without copulation. —! negative. ++: moderate.

# : Not examined

No abnormalities were detected in the brain, thyroid, parathyroid, thymus, trachea, heart, stomach, intestine, adrenal, urinary bladder, spinal cord, sciatic
nerve, bone marrow and lymph node from animals of control and 250mg/kg groups.
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Table 26 The number of cells in seminiferous epithelia assessed by the induvidual examination in male rats treated orally with
aniline, 2,6—dimethyle- in the combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test
Dose No. of Stage -1 Stage V Stage VI Stage X II
(mg/kg) animals G P T G P T G R/P T G Z/P
0 5 Mean 0.72 2.21 7.51 1.21 2.70 7.87 0.08 4.33 7.60 0.10 5.11
S.D. 0.12 0.46 1.17 0.17 0.19 0.33 0.03 0.49 0.65 0.04 0.15
250 5 Mean 0.82 2.39 7.17 1.22 2.59 7.12 0.10 4.41 7.48 0.13 5.39
S.D. 0.24 0.15 0.82 0.04 0.11 0.84 0.01 0.43 0.96 0.03 0.30
G : spermatogonia.
P : pachytene spermatocyte.
R : preleptotene spermacyte.
Z . zygotene spermacyte.
T : round spemaitid.



-LL-

3-L€Z-30 "ON Apnig

Table 27 Reproduction results of rats treated orally with aniline, 2,6—dimethyl- in the combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test

Dose (mg/kg) 0 2 10 50 250
Estrous cycle (days, Mean = S.D.) 4.1 = 0.3 4,1 = 0.2 4.0 = 0.1 4.1 = 0.3 42 *+ 0.5
No. of pairs mated 12 12 12 12 12
No. of pairs with successful copulation 12 12 11 12 12%
Copulation index (%) 100 100 91.7 100 100
Pairing days until copulation (days, Mean + S.D.) 2.3 + 1.3 3.5 = 3.5 25 = 1.2 3.2 = 3.6 23 = 1.1
No. of pregnant females 11 11 10 11 10°
Fertility index (%) 91.7 91.7 90.9 91.7 90.9
No. of corpora lutea (Mean = S.D.) 175 £ 2.0 17.0 = 2.0 17.0 = 3.0 15.5 + 4.2 145 = 3.0
No. of implantation sites (Mean * S.D.) 16.9 = 1.6 15.5 = 1.6 15.6 £ 3.5 13.7 £ 5.0 13.7 £+ 3.6*
Implantation index (%, Mean * S.D.) 96.6 £ 45 914 £ 79 91.2 x 134 86.3 £ 19.3 94.0 + 13.2
No. of pregnant females with parturition 11 11 10 11 8
Gestation length (days, Mean = S.D.) 224 + 0.5 22.2 £ 04 22.3 + 0.5 225 £ 0.7 229 = 04
No. of pregnant females with live pups 11 11 10 11 8
Gestation index (%) 100 100 100 100 100
No. of pregnant females with live pups on day 4 11 11 9 10 7

Copulation index = (No. of pairs with successful copulation/No. of pairs mated) X 100.
Fertility index = (No. of pregnant females/No. of pairs with successful copulation) X 100.
Gestation index (No. of females with live pups/No. of pregnant females) X 100.

* : Significantly different from control at 5% level of probability.

a : One female was emergent slaughtered on day 5 after copulation.

b : Two females was emergent slaughtered before parturition.
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Table 28 Litter results of rats treated orally with aniline, 2,6—dimethyl- in the combined repeated dose toxicity study

with the reproduction/developmental toxicity screening test

Dose(mg/kg) 0 2 10 50 250
No. of pups born 15.1 = 1.2 148 = 1.7 149 = 3.7 13.1 = 4.9 12.1 &= 3.6
Delivery Index (%) 89.6 = 6.7 95.9 = 4.3 95.3 = 6.0 94.7 = 5.8 91.8 £ 6.7
No. of pups alive
on day 0 of lactation
Total 148 = 1.5 14.8 = 1.7 14.9 = 3.7 13.0 = 5.1 11.0 = 3.9
Male 71 = 27 7.6 £ 1.8 7.8 = 3.2 7.0 £ 3.1 54 + 2.3
Female 7.7 = 1.6 7.2 + 21 71 £ 1.8 6.0 = 29 56 = 3.0
Live birth Index (%) 98.1 * 4.4 100 £ 0 100 = 0 97.0 = 10.0 88.6 = 17.0
Sex ratio(Male/Female) 0.93 1.06 1.10 1.18 1.02
No. of pups alive
on day 4 of lactation
Total 14.5 &= 1.6 148 = 1.7 143 £ 3.6 13.8 = 3.7 11.6 = 2.9
Male 7.0 £ 2.7 76 * 1.8 7.2 £ 3.1 74 = 2.8 54 £ 1.9
Female 75 = 1.5 7.2 £ 2.1 7.1 = 1.9 6.4 = 24 6.1 £ 2.5
Viability Index (%) 98.1 = 3.2 100 =0 99.2 = 24 98.1 = 4.4 93.8 = 10.5
Body weight of live pups (g)
on day 0
Male 7.0 £ 0.6 7.0 £ 0.7 6.9 £ 0.7 7.1 £ 0.7 6.7 = 0.5
Female 6.6 = 0.6 6.8 £ 0.8 6.7 = 0.7 6.8 = 0.7 6.4 = 0.5
on day 4
Male 11.1 = 1.4 11.3 = 14 11.4 = 1.8 11.3 = 2.0 10.9 = 0.5
Female 10.6 = 1.0 109 £ 14 11.0 = 1.9 10.8 = 1.7 104 = 0.7

Delivery index = (No. of pups born/No. of implantation sites) X 100.
Live birth index = (No. of live pups on day 0/No. of pups born) X 100.

Viability index = (No. of live pups on day 4/No. of live pups on day 0) X 100.

Sex ratio = Total No. of male pups/Total No. of female pups.

Each value is expressed as Mean=S.D.,except sex retio.

* : Significantly different from contro! at 5% level of probability.



Study No. 02-237-2

"(se8ejusdted J813| [enpIAIPUL JO *(J'S FUeSN) sdnd jo "ON : #

.79.

(0) 6 T1F9°0) (@2FL0) © 0)
0 ! 1 0 0 Jrem
,SUOIRULIOJ [ [eUISIXY
0 1 I 0 0 yam sdnd jo "oN
L6 44! 6¥1 €91 991 paurwrexe sdnd jo "oN
0S¢ 0S 01 4 0 (84/8wyeso(

159} 8UIU9aI0S A110[X0] [eIusUIdO[oAsp /UolonpoIdal 8y} Yim Apnis £}101x0}
9sop pajeadal pauIquIOD 8y} Ul —[AUISUWIP-g°g ‘BUI[luR UM AJ[eIO pejeal) siet jueudeld woy sdnd jo s3ulpuy [eutoiXg 67 9[qeL




-08-

3-L€Z-30 "ON Apnig

Table 30  Visceral findings of pups from pregnant rats treated orally with aniline, 2,6—dimethyl- in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

Dose(mg/kg) 0 2 10 50 250
No. of pups examined 165 163 147 143 94
No. of pups with 0 0 0 0 0
visceral malformations” ® ) ) (0) (0)
No. of pups with 9 7 6 5 3
visceral variations” (5.6+6.7) (4.4%5.5) (4.2+11.2) (3.0%8.1) (2.7£3.8)
Visceral variations”
Thymic remnant 7 3 2 3 2
in neck (4.3+6.2) (1.9+4.6) (1.3%£2.8) (1.8+4.3) (1.8+3.3)
Persistent left 0 1 1 0 0
umbilical artery (0) (0.6x£2.0) 0.7+2.2) ) 0)
Bending ureter 2 2 3 2 1
(1.3%+4.3) (1.3%£2.8) (2.1£6.8) (1.2£4.0) (1.0£2.7)
Dilatation of ureter 0 1 0 0 0
(0) (0.6+£2.0) 0) (0) 0

# : No. of pups (Mean=S.D. of individual litter percentages).



