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Table 1 Hematology of male rats treated orally with 6-terr-butyl-2,4-xylenol in the combined repeat dose-and reproductive/
developmental toxicity screening test
Dose level 0 mg/kg 6 mg/kg 30 mg/kg 150 mg/kg
No. of animals 12 12 12 12
HCT (%) 458 1.3 462+ 1.8 452+ 12 439 £ 1.3 **
HGB(g/dl) 146 +04 148 £ 0.5 145+ 04 14.1 £ 04 **
RBC(x105/mm?) 8.04 +0.28 832 + 0.27 * 8.15 + 0.27 7.72 £ 020 **
MCV(um3) 569+19 555+23 555+ 1.7 570+ 1.8
MCH(pg) 182106 178 £ 0.6 178 04 183+ 0.5
MCHC(%) 31905 321+£03 32105 32104
PLT(x10%/mm>) 1000 + 80 1020 + 78 987 + 70 1046 + 73
WBC(x10°>/mm?) 89121 10.1 £ 25 109+25* 81+19
Differential leukocyte
counts(%) .
NEUT 214 24%5 19+4 25+ 5+
LYMPH 76 £5 74+ 5 79+ 5 T2 5%
MONO 120 120 11 1+£0
EOSN 2+1 111 1+1 21
BASO 00 00 010 0£0
LUC 0+ 0 0x0 0+0 0+0
Reticulocyte(%o) 25+ 15 41 + 16 * 37+ 14 42 £ 15*

NEUT : Neutrophil LYMPH : Lymphocyte MONO : Monocyte EOSN :

LUC : Large unstained cells
Values are expressed as Mean £ S.D.

Significantly different from control group; *:P<0.05 **:P<0.01

Eosinophil BASO : Basophil

Table 2 Blood chemistry of male rats treated orally with 6-tert-butyl-2,4-xylenol in the combined repeat dose and reproductive/
developmental toxicity screening test

Dose level 0 mg/kg 6 mg/kg 30 mg/kg 150 mg/kg
No. of animals 12 12 12 12
I.protein(g/dl) 5.88 £0.29 595+ 0.19 6.19 + 0.23 ** 6.25 + 0.21 **
Albumin(g/dl) 3.42+£0.17 342 +0.14 361 £0.22* 3.61 £0.16
A/G 1.39 £0.08 1.36 £ 0.08 1.40 £ 0.11 1.36 £ 0.06
Glucose(mg/dl) 168 + 18 157+ 15 156 £ 16 150 + 26
BUN(mg/dl) 13.5 £ 19N 127+ 1.8 13.7+32 11.8 1.1
Creatinine(mg/dl) 0.57 £ 0.05 0.64 £ 0.10 0.64 £ 0.06 0.61 £ 0.05
T.bilirubin(mg/dl) 0.15 +0.03 0.13+£0.02 0.16 £ 0.03 0.14 £ 0.04
GOT(U/1) 44 %5 406 37 £ 5** 36 & 5*+*
GPT(UN) 16+2 16+ 4 14+2 16+ 4
¥-GTP(UN) 0.1 £0.1N 0.1£02 03x03* 0.8 £ 0.4 **
Potassium(mmol/l) 454 +0.14 435+ 0.33 433 £024 4.10 + 0.30 **
Chloride(mmol/1) 105.8 £1.5 107.1 £ 1.1 * 1069 £ 1.0* 1069 £ 1.1 *
Calcium(mg/dl) 10.52 £ 0.31 983 +030** 1028 £021* 9.96 + (.23 **
Iphosphate(mg/dl) 6.42 + (0.40N 6.34 £ 0.80 7.10 £ 0.34 ** 6.07 + 0.28

Values are expressed as Mean + S.D.

Significantly different from control group; *:P<0.05 **:P<0.01

N : Non parametric analysis
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Table3  Absolute and relative organ weights of male rats treated orally with 6-ferr-butyl-2,4-xylenol in the combined repeat
dose and reproductive/developmental toxicity screening test

Dose level 0 mg/kg 6 mg/kg 30 mg/kg 150 mg/kg

No. of animals examined 12 12 12 12

Body weight (3] 507 £ 22 504 + 38 508 + 38 496 + 33

Absolute organ weight
Thymus (mg) 314 £ 90 342 + 120 315 + 85 304 = 94
Liver (® 14.89 + 1.60 1538 £+ 1.77 16.55 +2.49 19.22 £ 2.92 **
Kidneys ® 321+0.24 3.28 £ 031 3321031 3.64 £ 0.24 **
Testes @® 3321026 3.63 £ 0.24 3.62 +£0.37 342 +£040
Epididymides (g) 125+ 0.11 1.26 + 0.09 1.24 £ 0.06 1.16 £ 0.13

Relative organ weight

Thymus (mg%) 61.532 £ 15465 68.282 + 25990 61.983 + 15853 60.682 + 16.518
Liver (g%) 2930 + 0.233 3.045 £ 0.203 3.251 £0.304 *  3.856 X 0.387 **
Kidneys (8%) 0.634 + 0.059 0.650 * 0.042 0.655 + 0.047 0.735 £ 0.059 **
Testes (g%) 0.656 + 0.072 0.722 £ 0.063 0.717 £ 0.090 0.691 + 0.087
Epididymides (g%) 0.247 + 0.026 0.250 = 0.025 0.245 £0.017 0.235 + 0.027

Values are expressed as MeantS.D.

Significantly different from controt group; *:P<0.05 **:P<0.01

Absolute and relative organ weights of female rats treated orally with 6-rert-butyl-2,4-xylenol in the combined repeat

Table 4
dose and reproductive/developmental toxicity screening test
Dose level 0 mg/kg 6 mg/kg 30 mg/kg 150 mg/kg
No. of animals examined 11 12 11 7
Body weight (g) 335+ 17 309 + 29 318 +£38 312+ 24
Absolute organ weight :
Thymus (mg) 186 + 68 102 + 46 156 £ 96 126 £ 55
Liver ® 13.72 £ 1.31 1235 £ 2.19 13.42 £ 1.96 16.34 £ 2.75
Kidneys ® 2.11 £ 0.11N 2.11 £ 0.16 2.14 £0.16 262 £ 0.75
Ovaries (mg) 108 + 23 105 + 12 106 * 16 104 £+ 11
Relative organ weight
Thymus (mg%) 55.164 + 18.680 32.470 + 12.210 47.169 +26.027 40.129 * 16.015
Liver g%) 4.088 £ 0.274N 3981 + 0.507 4212 £0.349 5.264 + 0.927 **
Kidneys (g%) 0.630 + 0.028N  0.686 * 0.077 0.686 £ 0.118 0.848 + 0.259 **
Ovaries (mg%) 32286 £ 6341 34419 5451 33936 £8576  33.599 % 4.545

Values are expressed as MeantS.D.

Significantly different from control group; *:P<0.05 **:P<0.01

N : Non parametric analysis
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8) FRIBABMFIRE (Table 5,6)
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Table 5  Summary of histological findings in male rats treated orally with 6-zerr-butyl-2,4-xylenol in the combined repeat dose
and reproductive/developmental toxicity screening test
Dose level (mg/kg) 0 6 30 150 .
No. of animals sacrificed 3! 12 12 12
No. of animals necropsied 11 12 12 12
No..of animals examined histologically 11 12 12 12
Organ  Findings T 1 2 3 T 12 3 T 1 2 3 T 1 2 3
CARDIOVASCULAR SYSTEM
heart (11 (V)] (® (12)
infiltration/cellular -4 00 - - - - - - - - -1 00
HEMATOPOIETIC SYSTEM
spleen an qV)] (0 12)
deposit of pigmen -11 0 0 - - - - - - - - -12 0 0
RESPIRATORY SYSTEM
lung (0 0 ” (D
accumulation of foamy cells - - - - - - - - - - - - -1 00
perivascular cell infiltration - - - - - - - - - - - - -1 00
medial hypertrophy - - - - - - - - - - - - -1 00
DIGESTIVE SYSTEM
liver an (12) 12) (12)
fatty change -9 00 -10 0 0 -10 0 0 -10 0 0
swelling of liver cells -0 00 -0 0 0 -0 0 0 -9 0 0
granulation -7 00 -6 0 0 - 8 0 0 -4 00
infiltration/cellular -0 0O - 000 -0 0 0 -1 00
lymphocytic infiltration -1 00 -1 00 - 0 0 0 -1 00
malformation -0 00 -0 0 0 -1 0 0 -0 00
peritoneurn (0) (0) (D 0
granulation - - - - - - - - -1 0 0 - - - -
URINARY SYSTEM
kidney an (12) 12) 12)
. basophilic change -10 0 0O -11 0 0 - 8 0 0 -9 20
cyst -0 00 - 00O - 1.0 0 -0 00
degeneration -0 00 -0 00 -1 00 -0 00
eosinophilic body -5 11 -4 40 - 510 - 8 11
hyaline drople -0 00 - 1.0 0 -0 0 0 -1 00
protein cast -0 0 0 - 100 -1 00 -0 00
tubular dilatation -0 00 -0 0 0 - 100 -0 00
lymphocytic infiltration - 1.0 0 -4 00 -5 00 -2 00
scarring -0 00 -0 00 - 100 -0 00
T:twmor  1:slight 2: moderate 3: marked
=: benign  #: malignant
(): No. of animals examined microscopically at this site. ~ -: Not applicable.

Significantly different from control group; **:P=0.01
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Table 5 (continued)

Dose level (mg/kg) 0
No. of animals sacrificed 11
No. of animals necropsied 11
No. of animals examined histologically 11
Organ

Findings T 12 3

~ 150
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REPRODUCTIVE SYSTEM

testes .
atrophy -
focal atrophy -
granulation -
interstitial cell hyperplasia -
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epididymis
atrophy ) - - - -
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adrenal gland
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fat infiltration -
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osseous metaplasia -
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T:tumor  1:slight 2: moderate 3: marked
=: benign  #: malignant !
(): No. of animals examined microscopically at this site.
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