2,4,6-Trimethylphenol
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[CAS No. 527-60-6]

Molecular formula: CoH120 Molecular weight: 136.20
OH
HsC CH,
CHa
ABSTRACT
1. Material and method
Purity £ 99.8%
Test species/strain : Rat/Crl:CD(SD)
Test method : OECD Test Guideline 422
Route : Oral (gavage)
Dosages 10, 10, 60, 300 mg/kg
Dosages for recovery 10, 300 mg/kg
Number of animals/group : Males, 12 (5 for recovery) ; females, 12; satellite females, 5
Vehicle 10.1w/v% Tween 80 +
0.5w/v% Sodium carboxymethylcellulose solution
Administration period : Males, 42 days

Females, from 14 days before mating to day 4 of lactation
Females (satellite), 42 days

Recovery period : Males, 14 days
Females (satellite), 14 days
Terminal killing : Males, day 43 of treatment and day 15 of recovery

Females, day 5 of lactation
Females (satellite), day 15 of recovery
Offspring, day 4 after birth

GLP :Yes



2. Results
Repeated dose toxicity

2,4,6-Trimethylphenol was studied for oral toxicity in rats in accordance with the
OECD guideline on combined repeated dose and reproductive/developmental toxicity
screening test at dosages of 0, 10, 60, and 300 mg/kg/day.

No deaths occurred in any of the treated groups. In the 300 mg/kg group, salivation
in both sexes and abnormal gait in females were noted as post-dose symptoms.
Histopathological examination revealed squamous hyperplasia in the forestomach in the 60
and 300 mg/kg groups of both sexes, and edema in the forestomach in one male were noted.
In addition, foveola hyperplasia and erosion in the glandular stomach in the 300 mg/kg group
were noted. Almost all the changes disappeared after a 14-day recovery period.

Reproductive and developmental toxicity

The compound had no effects on reproductive parameters such as the estrous cycle,
mating index, fertility index, numbers of corpora lutea or implantations, implantation index,
delivery index, gestation index, gestation length, parturition, or maternal behavior. On the
examination of neonates, there were no significant differences in the number of offspring or
live offspring, sex ratio, live birth index, or viability index on day 4. No abnormal findings
ascribable to the compound were found in the external features, clinical signs, body weights or
necropsy of the offspring.

3. Evaluation
It was concluded from the above results that NOEL and NOAEL for the repeated dose
toxicity of 2,4,6-Trimethylphenol were 10 mg/kg/day for both sexes, and that the NOEL and
NOAEL for the reproductive/developmental toxicity were 300 mg/kg/day for parental animals
and offspring.
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Table 1

Hematological examination in rats treated orally with 2,4,6-Trimethylphenol in the combined repeat dose and
reproductive/devel opmental toxicity screening test

Administration period

Recovery period

Sex  Dose level(mg/kg) 0 10 60 300 0 300
Mae
Number of animals 5 5 5 5 5 5
RBC(x10%p L) 8.736 £ 0.369 8540 * 0.147 8580 * 0.178 8.664 * 0.258 8.718 + 0.247  8.946 * 0.216
Hemoglobin(g/dL) 1548 £ 034 1536 £ 039 1574 £ 048 1552 = 041 1540 £ 052 1578 = 0.46
Hematocrit(%) 4572 069 4570 £ 129 4626 £ 096 4592 * 1.48 4478 £ 144 4594 £ 1.20
Reticul ocyte(%) 2.64 £0.27 2.92 £ 0.31 2.66 * 0.37 254 * 0.58 270 £ 0.23 2.42 ¥ 0.19
MCV(fL) 5238 £ 240 5352 +*178 5390* 185 5298t 174 51.40 £ 1.53  51.36 * 1.68
MCH(pg) 17.72 £0.80 1798 £ 057 1836 £0.85 17.92 * 0.47 17.66 £ 050  17.64 = 0.60
MCHC(%) 33.80 £ 028 3358 £ 018 3402 £ 047 3384 *0.85 3438 £ 023 3432 +0.22
Platelet(x10%u L) 11732 £ 154.3 11616 + 520 1197.8 =842 1169.6 * 82.6 1067.0 £ 56.9  1053.2 * 18.9
PT(sec) 2118 £ 629 1890 * 1.64 1742 £224  17.88 = 1.00 19.38 £ 217  22.40 * 3.98
APTT(sec) 20.88 £ 323 1954 £098 1822 £220  19.38 £ 0.54 20.06 £ 0.72 20.56 * 3.08
WBC(x10%u L) 9.002 + 1.810 9.076 * 3.044 11.262 * 3.028 8.656 * 3.712 6.688 + 1.269  7.210 * 2.007
Differentia leukocyte counts (%)
Lymphocyte 8430 £536 8834 *558 8712 £507 8532 * 459 70.80 £ 719  82.70 * 8.07*
Neutrophilic Segmented 1450 £ 6.48  10.06 ¥ 487 1268 ¥ 473  12.68 = 3.00 25.60 £ 650  14.50 * 8.74
Neutrophilic Band 0.00 * 0.00 0.00 % 0.00 0.00 * 0.00 0.00 * 0.00 0.00 * 0.00 0.40 * 0.55
Eosinophil 1.20 £ 1.79 1.00 £ 1.00 0.20 = 0.45 1.40 £ 1.95 0.80 * 0.45 1.00 £ 0.71
Basophil 0.00 * 0.00 0.00 % 0.00 0.00 * 0.00 0.00 * 0.00 0.00 * 0.00 0.00 % 0.00
Monocyte 0.00 * 0.00 0.60 * 0.55 0.00 * 0.00 0.60 * 0.89 2.80 £ 1.92 140 *1.34
Femae
Number of animals 5 5 5 5 5 5
RBC(x10%u L) 7.480 £ 0.168 7.528 £ 0.261 7.480 * 0.546 7.246 * 0.274 8.042 £ 0.376  8.278 * 0.266
Hemoglobin(g/dL) 14.18 £ 0.33 1446 £ 040 1478 £ 093 1358 = 0.36 1498 £ 059 1578 £ 0.75
Hematocrit(%) 4196 £ 0.76 4244 * 115 4324 197  40.62 * 0.98 4232 £127  44.26 £ 197
Reticul ocyte(%) 6.14 £ 0.77 5.58 * 2.26 6.64 * 2.60 6.28 * 1.00 2.66 * 0.82 2.40 * 0.38
MCV(fL) 56.10 £ 1.66 56.38 £ 131 57.92*234 56.08 * 152 52.68 * 1.54  53.50 * 0.93
MCH(pg) 1896 £ 0.65 1920 *0.31 19.78 +0.40 1878 *+ 0.61 1862 £ 058  19.08 * 0.43
MCHC(%) 3382 +041 3404 %036 3416126 3350 £ 0.40 3540 £ 0.44 3564 +0.38
Platelet(x10%u L) 11118 £ 653 1304.2 * 112.8 1173.0 * 117.0 1167.8 £ 1375 10728 +58.1 1171.6 * 157.0
PT(sec) 17.04 £ 043 1666 £ 0.38 1662 + 043  16.80 * 0.39 1558 £ 0.49 1510 * 0.43
APTT(sec) 1514 123 1514 £ 057 1492 +203 14.88 £1.20 1586 £ 051  13.72 % 0.74**
WBC(x10%u L) 8.600 + 1.358 9.552 £ 0585 9.346 * 2.529 9.998 * 2.801 7.000 £ 2100 6.344 + 1.923
Differential |eukocyte counts (%)
Lymphocyte 7590 + 1288 78.10 * 10.71 76.38 £ 1427 63.74 * 9.37 8498 £593  81.20 £ 567
Neutrophilic Segmented 2110 £ 10.83 1810 £ 806 19.82 £ 10.25 30.04 * 7.55 11.82 £ 509  15.80 * 6.98
Neutrophilic Band 0.80 * 0.84 0.20 * 0.45 0.00 * 0.00 0.20 * 0.45 0.00 * 0.00 0.20 * 0.45
Eosinophil 1.60 = 1.52 0.80 * 1.30 0.60 * 0.89 1.00 £ 1.00 0.80 * 0.84 0.60 * 0.55
Basophil 0.00 * 0.00 0.00 % 0.00 0.00 * 0.00 0.00 * 0.00 0.00 * 0.00 0.00 % 0.00
Monocyte 0.60 * 1.34 2.80 * 2.68 3.20 £ 4.87 5.02 * 3.32 240 * 1.14 220 = 1.79

Values are expressed as Mean + S.D.
Significantly different from 0 mg/kg group; * p<0.05, ** p<0.01



Table2

reproductive/developmental toxicity screening test

Blood chemical examination in rats treated orally with 2,4,6-Trimethylphenol in the combined repeat dose and

Administration period

Recovery period

Sex Doselevel(mg/kg) 0 10 60 300 0 300

Male
Number of animals 5 5 5 5 5 5
ASAT(UIL) 118.8 + 30.1 95.8 + 3.8 97.6 £ 21.7 948 + 17.1 159.8 + 1325 934 £ 14.0
ALAT(U/L) 36.4 £14.1 262 55 268 £ 25 37073 70.6 * 94.8 284 £57
y GT(U/L) 02 04 02 04 04 05 0.8 £ 0.8 18 £08 16 £ 05
ALP(U/L) 401.2 * 50.3 362.4 * 885 377.6 * 634 352.0 £ 105.4 369.0 = 58.9 357.6 £ 100.4
Tota bilirubin(mg/dL) 0.02 £ 0.04 0.02 = 0.04 0.00 = 0.00 0.00 * 0.00 0.00 * 0.00 0.00 * 0.00
Urea nitrogen(mg/dL) 15.28 + 1.13 14.80 £ 2.24 14.46 * 1.00 14.48 + 1.97 12.32 £ 1.12 11.38 + 1.39
Creatinine(mg/dL) 0.26 * 0.05 0.22 = 0.04 0.24 = 0.05 0.24 * 0.05 0.30 * 0.00 0.30 = 0.00
Glucose(mg/dL) 1194 + 12.2 122.2 + 137 133.0 £ 9.7 138.0 + 16.4 131.4 £ 120 130.8 + 8.0
Total chol.(mg/dL) 438 = 14.4 55.0 £ 8.0 61.2 £13.2 57.2 128 67.0 £ 16.4 63.8 £ 13.7
Triglyceride(mg/dL) 122 +52 234 * 158 216 £11.2 23.0 £ 99 294 * 34 336 £14.1
Total protein(g/dL) 6.40 * 0.22 6.56 * 0.54 6.60 * 0.29 6.26 * 0.38 6.78 £ 0.28 6.90 * 0.39
Albumin(g/dL) 2.86 * 0.09 2.82 £ 0.13 2.82 £ 0.08 2.78 £ 0.19 2.96 * 0.09 3.08 £ 0.08
A/G rétio 0.806 + 0.030 0.760 * 0.073 0.738 = 0.033  0.804 * 0.065 0.780 * 0.033 0.804 * 0.031
Cacium(mg/dL) 9.86 * 0.27 10.02 £ 0.22 10.10 £ 0.31 9.90 £ 0.32 9.68 * 0.46 9.92 £ 0.19
Inorganic phos.(mg/dL) 8.68 * 0.67 8.28 £ 0.19 824 = 0.76 8.22 £ 0.23 6.78 £ 0.31 6.78 = 0.36
Na(mmol/L) 148.0 £ 0.7 1472 £ 0.8 147.0 £ 0.7 147.0 £ 0.7 1466 £ 1.1 146.8 £ 0.8
K(mmol/L) 4.68 * 0.08 454 *0.27 450 * 0.20 4.60 * 0.19 4.60 * 0.16 4.36 * 0.30
Cl(mmol/L) 106.2 £ 1.1 105.8 £ 0.8 105.2 £ 0.4 105.0 £ 1.2 105.2 £ 0.8 1054 + 1.1

Female
Number of animals 5 5 5 5 5 5
ASAT(UIL) 994 £ 17.6 1054 + 25.1 90.0 £ 18.2 1258 + 92.3 774 £ 71 834 £ 149
ALAT(U/L) 374 £30 39.2 £9.0 328*76 49.0 £20.2 212 £ 24 288 £9.2
y GT(U/L) 06 £ 05 0.6 £ 05 08 £ 04 14 £05 22 *08 22 +13
ALP(U/L) 2224 £ 494 235.2 £ 67.9 241.2 £ 61.2 205.2 £ 732 145.0 + 28.0 171.2 + 50.7
Tota bilirubin(mg/dL) 0.00 * 0.00 0.00 * 0.00 0.00 * 0.00 0.00 * 0.00 0.02 = 0.04 0.00 * 0.00
Urea nitrogen(mg/dL) 21.10 £ 3.68 20.22 £1.19 17.08 + 3.23 18.82 + 2.72 14.27 £ 0.72 15.44 + 1,63
Creatinine(mg/dL) 0.32 £ 0.04 0.32 = 0.04 0.30 = 0.00 0.30 * 0.00 0.32 £ 0.04 0.32 £ 0.04
Glucose(mg/dL) 127.8 + 136 1252 £ 129 126.2 + 8.6 141.2 + 136 134.2 £+ 181 1314 * 146
Total chol.(mg/dL) 68.0 * 6.6 776 £17.3 58.2 £ 5.0 84.6 £ 139 72.0 £218 83.6 £ 19.2
Triglyceride(mg/dL) 372 £81 450 £ 123 29.2 £14.2 46.2 £ 153 104 £ 6.2 126 + 4.1
Total protein(g/dL) 7.06 = 0.47 7.18 £ 0.08 6.86 * 0.30 6.90 * 0.27 7.22 £0.26 7.70 = 0.28*
Albumin(g/dL) 3.14 £0.30 318 £0.11 3.10 £ 0.16 3.08 £0.13 3.40 £ 0.12 342 £0.11
A/G rétio 0.800 + 0.066 0.806 * 0.053 0.826 = 0.074 0.812 * 0.047 0.898 = 0.044  0.792 * 0.044**
Cacium(mg/dL) 10.92 £ 041 11.12 £ 0.40 11.00 * 0.64 10.82 £ 0.32 10.16 * 0.38 10.34 £ 0.49
Inorganic phos.(mg/dL) 9.28 £ 0.57 9.46 + 1.28 9.62 £ 1.48 8.82 * 0.66 6.34 £ 0.76 7.10 £1.13
Na(mmol/L) 146.4 £ 0.9 1452 £ 04 1450 £ 1.6 143.8 + 0.8** 1450 £ 1.2 146.0 £ 1.0
K(mmol/L) 4.62 £ 0.22 4.64 £ 043 438 £ 0.24 4.28 £ 0.13 426 £ 0.21 4.26 £ 0.26
Cl(mmol/L) 1034 £ 25 1028 £ 1.1 1044 + 1.7 1032 £ 1.3 106.8 + 1.3 106.2 £+ 1.1

Values are expressed as Mean + S.D.
Significantly different from 0 mg/kg group; * p<0.05, ** p<0.01
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Table 3

dose and reproductive/developmental toxicity screening test

Absolute and relative organ weights in rats treated orally with 2,4,6-Trimethylphenol in the combined repeat

Administration period Recovery period
Sex Dose level(mg/kg) 0 10 60 300 0 300
Male
Number of animals 5 5 5 5 5 5
Fina body weight(g) ~ 433.4 * 39.2(7)% 4511 + 432(12) 446.8 * 285(12)  429.3 * 44.7(7) 467.0 £ 6.1 4522 318
Absolute organ weight
Brain(g) 2.048 * 0.200 2.146 * 0.046 2.140 * 0.031 2.146 * 0.263 2.128 * 0.049 2.148 * 0.061
Thymus(mg) 266.6 * 385 355.8 * 48.9 3924 £ 947 337.4 £ 1209 325.6 £ 65.3 3144 £ 62.3
Heart(g) 1.452 + 0.168 1.416 * 0.191 1.634 +0.181 1.340 £ 0.131 1558 + 0.131 1.568 * 0.064
Liver(g) 10.324 * 0.779 11.776 £ 2.508 12.660 * 1.035 11.634 + 1.244 11.878 * 0.696 11.900 * 0.638
Spleen(g) 0.743 £ 0.081 0.860 * 0.097 0.840 * 0.087 0.832 £ 0.131 0.784 * 0.082 0.756 * 0.100
Kidneys(g) 2.824 £ 0.204 2.948 £ 0.341 3.352 £ 0.39%4 2.984 * 0.257 3.190 * 0.264 3.082 + 0.235
Adrenals(mg) 66.24 * 12.16 61.16 * 15.17 67.72 £ 12.60 56.54 + 5.78 57.20 *+ 11.04 65.46 * 8.56
Testes(q) 3.290 £ 0.478(7) 3242 £ 0.315(12) 3.179 = 0.609(12) 3.089 * 0.704(7) 3472 £ 0243  3.402 * 0357
Epididymides(g) 1214 £ 0187(7) 1.269 * 0.124(12) 1.245 * 0.233(12) 1.246 * 0.209(7) 1362 £ 0100  1.268 * 0.057
Relative organ weight
Brain(g%) 0.492 £ 0.057 0.504 * 0.061 0.462 * 0.032 0.514 % 0.045 0.456 * 0.011 0.480 * 0.046
Thymus(mg2%) 64.32 £ 12.28 82.84 £ 8,52 84.58 £ 20.22 80.40 £ 24.95 69.82 £ 14.42 69.86 £ 15.31
Heart(g%) 0.348 £ 0.031 0.330 % 0.032 0.354 % 0.039 0.324 £ 0.034 0.332 £ 0.028 0.348 £ 0.033
Liver(g%) 2.472 £ 0.139 2.708 £ 0.257 2.730 £ 0.033 2.796 * 0.095 2544 £ 0.214 2.636 £ 0.053
Spleen(g%) 0.176 % 0.021 0.200 % 0.010 0.182 £ 0.011 0.202 £ 0.022 0.170 £ 0.016 0.168 * 0.025
Kidneys(g%) 0.676 * 0.040 0.688 * 0.049 0.724 * 0.063 0.722 * 0.088 0.686 * 0.055 0.682 * 0.035
Adrena s(mg%) 15.88 + 2.91 14.06 * 2.30 14.72 + 3.37 13.60 * 0.88 12.26 + 2.45 14.48 * 1.64
Testes(g%) 0.767 £ 0.147(7)  0.722 £ 0.066(12) 0.713 £ 0.139(12) 0.717 * 0.135(7) 0.742 £ 0.044  0.756 * 0.086
Epididymides(g%) 0.281 £ 0.051(7) 0.283 £ 0.022(12) 0.279 * 0.050(12) 0.289 * 0.038(7) 0292 £ 0.023  0.284 * 0.023
Female
Number of animals 5 5 5 5 5 5
Fina body weight(g) ~ 305.2 * 32.2 308.6 £ 29.7 2944 *11.9 296.6 * 15.6 305.2 £ 56.2 2776 £ 29.7
Absolute organ weight
Brain(g) 1.920 * 0.091 2.042 £ 0.050 1.938 * 0.083 1.968 * 0.142 2.004 * 0.036 1.966 * 0.067
Thymus(mg) 309.8 * 40.9 395.0 + 169.7 330.2 + 715 296.6 * 55.2 395.2 £ 157.2 353.0 £ 67.3
Heart(g) 1.068 * 0.079 1.096 * 0.085 1.020 * 0.051 1.044 £ 0.120 1.036 * 0.135 1.022 £ 0.108
Liver(g) 10.436 * 1.085 10.378 + 0.878 9.616 * 0.532 10.916 * 0.677 8.112 * 1.469 7.850 * 1.178
Spleen(g) 0.782 * 0.097 0.776 * 0.132 0.754 * 0.038 0.730 * 0.136 0.594 * 0.074 0.614 = 0.102
Kidneys(g) 2.396 * 0.611 2.170 * 0.155 2.066 * 0.146 2.098 + 0.214 2.000 * 0.184 1.946 * 0.205
Adrenals(mg) 81.90 £ 12.76 74.10 £ 7.36 72.46 * 15.37 68.80 £ 10.11 79.90 £ 9.87 63.88 £ 7.60*
Relative organ weight
Brain(g%o) 0.636 * 0.084 0.666 * 0.056 0.658 * 0.022 0.666 * 0.054 0.670 * 0.099 0.712 * 0.072
Thymus(mg%o) 101.50 + 8.05 130.64 * 63.42 111.66 * 20.39 99.90 * 16.70 129.06 + 4540  129.08 * 32.49
Heart(g%) 0.354 + 0.027 0.356 * 0.036 0.348 * 0.026 0.350 * 0.026 0.342 + 0.051 0.366 * 0.023
Liver(g%) 3.422 + 0.127 3.376 * 0.302 3.268 * 0.199 3.680 * 0.186 2.658 * 0.098 2.820 * 0.176
Spleen(g%o) 0.256 * 0.034 0.254 + 0.054 0.256 * 0.015 0.244 * 0.034 0.200 * 0.037 0.220 * 0.016
Kidneys(g%o) 0.788 * 0.126 0.704 £ 0.039 0.702 £ 0.029 0.708 * 0.051 0.666 * 0.087 0.702 £ 0.029
Adrenals(mg%) 26.88 £ 3.62 24.08 £1.80 24.60 £ 5.17 23.10 £ 219 25.90 £ 6.04 23.12 £ 3.02

a) Number of animals examied.
Values are expressed as Mean + S.D.

Significantly different from 0 mg/kg group; * p<0.05, ** p<0.01
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Table4  Histopathological findingsin rats treated orally with 2,4,6-Trimethylphenol in the combined repest
dose and reproductive/devel opmental toxicity screening test

Sex Administration period Recovery period
Organ Doselevel (mg/kg) 0 10 60 300 0 300
Finding Number of animals 7 12 12 7 5 5
Male (Grade)
Heart <5> <0> <0> <5> <0> <0>
Degeneration, myocardium 1+ 2 1
Lymph node, mandibular <5> <0> <0> <56> <0> <0>
Lymph node, mesenteric <5> <0> <0> <56> <0> <0>
Thymus <5> <0> <0> <5> <0> <0>
Spleen <5> <0> <0> <5> <0> <0>
Bone marrow, femur <5> <0> <0> <5> <0> <0>
Trachea <5> <0> <0> <5> <0> <0>
Hyperplasia, mucosal epithelium 1+ 0 1
Lung (and bronchus) <5> <0> <0> <5> <0> <0>
Accumulation, foam cell, alveolus 1+ 2 1
Hemorrhage 1+ 2 1
Mineralization, arterial wall 1+ 1 1
Stomach <5> <5> <5> <5> <5> <5>
Cyst, forestomach 1+ 0 0 1 0 0 0
Edema, forestomach 1+ 0 0 0 1 0 0
Hyperplasia, foveola, glandular stomach 1+ 0 0 0 2 0 0
2+ 0 0 0 1 0 0
Hyperplasia, squamous, forestomach 1+ 0 0 2 47 ** 0 0
2+ 0 0 0 1 0 0
Increase, globule leukocyte, 1+ 0 0 0 1 0 0

glandular stomach

Small intestine, duodenum <5> <0> <0> <5> <0> <0>
Small intestine, jejunum <5> <0> <0> <5> <0> <0>
Small intestine, ileum <5> <0> <0> <5> <0> <0>
Largeintestine, cecum <5> <0> <0> <5> <0> <0>
Hyperplasia, mucosal epithelium, diffuse 1+ 0 2
Largeintestine, colon <5> <0> <0> <5> <0> <0>
Largeintestine, rectum <5> <0> <0> <5> <0> <0>
Liver <5> <0> <0> <5> <0> <0>
Necrosis, hepatocyte, focal 1+ 0 1
Kidney <5> <0> <0> <5> <0> <0>
Basophilic tubule, proximal tubule 1+ 4 4
Cast, hydine 1+ 1 1
Cyst 1+ 1 0
Hyaline droplet, 1+ 1 2
proximal tubular epithelium
Mineralization, medulla 1+ 0 1
Urinary bladder <5> <0> <0> <5> <0> <0>

<>: Number of animals examined.
Grade; 1+ : dlight, 2+: moderate, 3+ : severe, total : total of positive grade
Significantly different from 0 mg/kg group; * p<0.05, ** p<0.01
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Table4 ( Continued )

Sex Administration period Recovery period
Organ Doselevel (mg/kg) 0 10 60 300 0 300
Finding Number of animals 7 12 12 7 5 5
Male (Grade)
Testis <6> <0> <1> <6> <0> <0>
Atrophy, seminiferous tubule 1+ 2 0 0
2+ 0 0 1
3+ 0 1 0
Epididymis <6> <0> <2> <6> <0> <0>
Cell debris, duct 1+ 1 0 0
Decrease, sperm, duct 1+ 1 0 0
2+ 0 1 1
Granuloma, spermatic 1+ 0 1 0
Semind vesicle <5> <0> <0> <5> <0> <0>
Prostate <5> <0> <0> <5> <0> <0>
Cdll infiltration, lymphocyte, 1+ 4 1
interstitium
Pituitary <5> <0> <0> <5> <0> <0>
Cystic dilatation, Rathke's pouch 1+ 1 0
Thyroid <5> <0> <0> <5> <0> <0>
Ultimobrancheal remnant 1+ 3 3
Parathyroid <5> <0> <0> <5> <0> <0>
Adrenal <5> <0> <0> <5>
Brain <5> <0> <0> <5> <0> <0>
Spinal cord <5> <0> <0> <5> <0> <0>
Sciatic nerve <5> <0> <0> <5> <0> <0>
Skin (and subcutis) <0> <0> <0> <1> <0> <0>
Erosion 1+ 1

<> : Number of animals examined.
Grade; 1+ :dight, 2+ : moderate, 3+ : severe, total : total of positive grade
Significantly different from 0 mg/kg group; * p<0.05, ** p<0.01

13



Table4 ( Continued )

Sex Administration period Recovery period
Organ Dose level (mg/kg) 0 10 60 300 0 300
Finding Number of animals 12 12 11 11 5 5
Female (Grade)
Heart <5> <0> <0> <5> <0> <0>
Lymph node, mandibular <5> <0> <0> <5> <0> <0>
Lymph node, mesenteric <5> <0> <0> <5> <0> <0>
Thymus <5> <0> <0> <5> <0> <0>
Spleen <5> <0> <0> <5> <0> <0>
Bone marrow, femur <5> <0> <0> <5> <0> <0>
Trachea <5> <0> <0> <5> <0> <0>
Lung (and bronchus) <5> <0> <0> <5> <0> <0>
Hemorrhage 1+ 1 2
Stomach <5> <5> <5> <5> <5> <5>
Erosion, glandular stomach 1+ 0 0 0 1 0 0
Hyperplasia, foveola, glandular stomach 1+ 0 0 0 2 0 0
Hyperplasia, sqguamous, forestomach 1+ 0 0 1 2 0 0
Small intestine, duodenum <5> <0> <0> <5> <0> <0>
Small intestine, jejunum <5> <0> <0> <5> <0> <0>
Small intestine, ileum <5> <0> <0> <5> <0> <0>
Large intestine, cecum <5> <0> <0> <5> <0> <0>
Hyperplasia, mucosal epithelium, diffuse 1+ 1 1
Large intestine, colon <5> <0> <0> <5> <0> <0>
Large intestine, rectum <5> <0> <0> <5> <0> <0>
Liver <5> <0> <0> <5> <0> <0>
Cell infiltration, inflammatory, focal 1+ 1 0
Kidney <5> <0> <0> <5> <0> <0>
Basophilic tubule, proximal tubule 1+ 4 1
Cast, hyaline 1+ 1 0
Dilatation, pelvis 2+ 1 0
Mineralization, medulla 1+ 1 0
Urinary bladder <5> <0> <0> <5> <0> <0>
Ovary <5> <0> <0> <5> <0> <0>
Uterus <5> <0> <0> <5> <0> <0>
Vagina <5> <0> <0> <5> <0> <0>
Pituitary <5> <0> <0> <5> <0> <0>
Aberrant craniopharyngeal tissue 1+ 1 0
Thyroid <5> <0> <0> <5> <0> <0>
Ectopic thymic tissue 1+ 0 1
Ultimobrancheal remnant 1+ 4 5

<>: Number of animals examined.
Grade; 1+: dlight, 2+ : moderate, 3+ : severe, tota : total of positive grade
Significantly different from 0 mg/kg group; * p<0.05, ** p<0.01
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Table4 ( Continued )

Sex Administration period Recovery period
Organ Dose level (mg/kg) 0 10 60 300 0 300
Finding Number of animals 12 12 11 11 5 5
Female (Grade)
Parathyroid <5> <0> <0> <5> <0> <0>
Adrenal <5> <0> <0> <5> <0> <0>
Hypertrophy, cortical cell, 1+ 0 1
glomerular zone
Brain <5> <0> <0> <5> <0> <0>
Spinal cord <5> <0> <0> <5> <0> <0>
Sciatic nerve <5> <0> <0> <5> <0> <0>
Skin (and subcutis) <0> <0> <0> <0> <0> <0>

< >: Number of animals examined.
Grade; 1+: dight, 2+ : moderate, 3+ : severe, total : total of positive grade
Significantly different from 0 mg/kg group; * p<0.05, ** p<0.01
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Table5  Fertility and pregnancy datain rats treated orally with 2,4,6-Trimethylphenol in the combined repeat
dose and reproductive/devel opmental toxicity screening test

Administration period

Dose level (mg/kg) 0 10 60 300
Number of pairs examined 12 12 12 12
Estrous cycle 4.00 = 0.00 4.08 £ 0.29 4.00 £ 0.00 4.00 £ 0.00
Irregular estrous cycle 0/12 0/12 0/12 0/12
Number of pairs 12 12 12 12

with successful mating
Mating index (%) @ 100.0 100.0 100.0 100.0
Number of pregnant females 12 12 1 11
Fertility index (%) ? 100.0 100.0 91.7 91.7
Pairing days until mating 20 £ 12 32 =33 23 11 33 * 0.8
Number of estrous stages 00 * 0.0 00 * 0.0 00 * 0.0 00 * 0.0

without mating

a) Mating index (%) = (Number of pairs with successful mating/number of pairs examined)x100

b) Fertility index (%) = (Number of pregnant animals/number of pairs with successful mating)x100
Values are expressed as Mean = S.D.

Significantly different from 0 mg/kg group; * p<0.05, ** p<0.01
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Table6  Delivery and litter datain ratstreated orally with 2,4,6-Trimethylphenol in the combined repeat dose and
reproductive/devel opmental toxicity screening test

Administration period

Dose level (mg/kg) 0 10 60 300
Number of females examined 12 12 11 11
Number of females with live pups 12 12 11 11
Gestation index (%) ? 100.0 100.0 100.0 100.0
Gestation length (days) 24t 05 223 05 27 05 25+ 05
Number of corporalutea 16.8% 24 152 % 34 152 % 22 16.7% 15
Number of implantation sites 154% 14 142 % 42 135% 35 158% 17
Implantation index (%) 9250 + 8.82 91.59 + 12.98 88.15+ 17.06 94.63 + 5.99
Delivery index (%) © 93.73+ 6.63 9582+ 4.15 91.94 + 1257 9298 + 6.08
Number of pups delivered 144% 13 136% 41 12.7% 39 147% 21
Number of live pups on day O 143% 14 135% 40 12.7% 39 147% 21
Live birth index (%) @ 9941+ 2.05 99.48 + 1.79 100.00 £ 0.00 100.00 = 0.00
Sex ratio (male/female) 1.06(89/84) 0.85(75/88) 0.97(69/71) 1.25(90/72)
Number of live pups on day 4 142% 16 13.3* 38 126 % 39 147% 21
Viability index on day 4 (%) © 98.72+ 4.45 99.04 + 224 99.39 + 2.02 100.00 £ 0.00
Body weight of pups (g)

onday 0 male 6.7% 0.7 70% 08 74% 09 71% 06
female 6.4 0.7 6.6 0.8 6.3 20 6.6+ 0.6
onday 4 male 109+ 14 114 17 120 19 11.0% 1.2
femae 103 14 108+ 1.7 115 17 103+ 1.3

a) Gestation index (%) = (Number of females with live pups/number of pregnant females)x100
b) Implantation index (%) = (Number of implantation sites'/number of corporalutea)x100

c) Delivery index (%) = (Number of pups delivered/number of implantation sites)x100

d) Live birth index (%) = (Number of live pups on day 0/number of pups delivered)x100

€) Viability index (%) = (Number of live pups on day 4/number of live pups on day 0)x100
Values are expressed as MeantS.D.

Significantly different from 0 mg/kg group; * p<0.05, ** p<0.01
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