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Fig. 4. Body weight curves for female F344 rats in a 2 year-bioassay of ferulic acid
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Table 1. Food consumption and intake of ferulic acid

Sex Dose Food consumption Intake of ferulic acid Total intake of ferulic acid
(g/rat/day) (mg/rat/day) (mg/kg/day) (g/rat)
Male 0 142+1.1° — - -
0.5 11.9+£20 59.5+10.1 120.1 £204 217437
1.0 ‘ 12024 119.8 £23.6 250.5+493 436+ 8.6
2.0 128+27 255.0£53.8 557.6 £117.6 92.8+19.6
Female 0 85+12 - - -
0.5 6.7+19 33.7+£9.7 140.4 +40.4 11.3+3.5
1.0 7.0+2.0 70.4 +£20.3 294.1+84.38 256174
2.0 78+24 155.4+48.0 7174 +221.6 56.6+17.5

*Means + SD.
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Table 2. Hematological data in F344 male rats given ferulic acid for 52 weeks

Item Dose level (%)

0 0.5 1.0 2.0
WBC (x 10%/pL) 443 +102° 43.9413.8 41.4+9.1 37.1+6.7
RBC (x Ho@tﬁv 893.4+37.0 8962 +160 9023 +173 w@.@. 1+223
Hb (g/dL) 146102 147103 148+03 14.7+£0.6
Ht (%) 447+0.9 4477+09 452105 446+1.1
MCV (fL) 50215 499+09 50.1+0.7 496 +0.7
MCH (pg) 16.4+0.5 16.5+0.2 16.4+023 163 +0.4
MCHC (g/dL) 32.7+023 33.0+0.6 32.7+0.6 329+1.0
PLT (x 10%uL) 587+5.5 546+7.1 569+7.1 53556
Differential cell counts (%)
Neutro 433+ 185 358+68 440+94 386162
Eosino 1.1+028 1.2+08 0505 10+13
Baso 02+04 0.0x£0.0 0.0+0.0 0.1x03
Lymph 53.0+183 56871 514+99 57.6+6.6
Mono 241038 3212 41+23 27+1.1

# Means + SD.
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Table 3. Hematological data in F344 female rats given ferulic acid for 52 weeks

Item Dose level (%)

0 0.5 1.0 20
WBC (x 10%/pL) 27.6+7.0 204+34° 214450 21.1+4.0°
RBC (x 10*/uL) 779.0 £ 13.4 800.6 +24.8° 811.2+152° 795.7+12.0
Hb (g/dL) 143+0.3 146 £0.5 14.6+0.2 142403
Ht (%) 424+12 448+15 474453 43.6£0.9
MCV (fL) 54.440.7 55.9+0.7 56.0+1.0 55.0+0.8
MCH (p2) 18.3+0.3 182404 18.0+0.3 17.940.3
MCHC (g/dL) 33.7+0.6 32.5+05 323 +0.4 32.5+0.6
PLT (x 10*/uL) 55.5+6.0 43.1+79°¢ 43.0+88¢ 46.7+75
Differential cell counts (%)
Neutro 36.6 +£20.0 164+9.7"¢ 22.4+10.9 20.7 +8.3
Eosino 0.7+0.7 1.1+1.2 12405 13+1.1
Baso 0.0+0.0 0.0+0.0 0.0£0.0 0.1+0.4
Lymph 59.9+19.7 80.7+10.0 ¢ 726+ 11.0 75.4+9.0
Mono 24+1.1 1.740.5 38+0.5° 24+13
* Means + SD.

Significantly different from control group by one-way ANOVA, Bonferroni multiple comparison test (* P<0.05, © P<0.001 and ¢ P<0.01).

162



Table 4. Serum biochemical data in F344 male rats given ferulic acid for 52 weeks

Item Dose level (%)

0 0.5 1.0 2.0
TP (g/dL) 6.6+0.1° 6.6+0.1 66102 6.6+0.1
Alb (g/dL) 2.7+0.1 2.8+0.1 28+0.1 2.8+0.1
A/G 0.71 £0.02 0.73 £0.02 0.71 £0.02 0.74 £0.03
AST (U/dL) 132.5+12.5 1343 +16.2 135.8+18.8 109.9+9.9°
ALT (IU/dL) 1084+ 126 100.1 £ 178 1057+ 157 85.0+10.1°
ALP (IU/dL) 890.0 £88.7 9404 +98.1 864.9+106.9 802.1 £80.7
y-GTP (TU/dL) 51+323 52+3.0 44+14 41+16
T.Bil (mg/dL) 0.02 £0.04 0.01+£0.03 0.00+0.00 0.00 £0.00
CRE (mg/dL) 0.31+0.02 0.29 +0.01 0.28 +0.02° 024 +0.02°
BUN (mg/dL) 19612 193+1.0 184+1.1 173 £0.38°
T-Cho (mg/dL) 121.0+11.6 130.6 £17.9 122.7+11.0 113.4+10.2
Na (mEg/dL) 141.9+0.7 142815 1435+ 14 143.6 +0.7
K (mEq/dL) 45+02 45404 42403 42403
Cl (mEgq/dL) 101.4+£0.7 101.7+0.5 1029+ 1.5 103.6+14
Ca (mEq/dL) 102 0.1 10403 103+02 10.4+0.2
IP (mEqg/dL) 45+03 43+03 42+04 47+02
* Means + SD.

Significantly different from control group by one-way ANOVA, Bonferroni multiple comparison test (° P<0.01 and ° P<0.001).
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Table 5. Serum biochemical data in F344 male rats given ferulic acid for 52 weeks

Item Dose level (%)

0 0.5 1.0 2.0
TP (g/dL) 72+03 73+03 72403 75404
Alb (g/dL) 33402 34+02 33402 35402
A/G 0.85 +0.06 0.88 £ 0.05 0.86 + 0.04 0.87 +0.04
AST (TU/dL) 798 +13.9 81.4+133 85.0+17.5 69.1+62
ALT (TU/dL) 50.1+£5.6 46.9+63 50.0+8.2 446+5.6
ALP (TU/dL) 478.7 £62.5 473.8 + 64.8 513.6 £67.0 468.9 +51.0
y-GTP (TU/dL) 0.6+0.5 03+0.5 0.6+0.7 0.6+0.5
T.Bil (mg/dL) 0.00 +0.00 0.00 £ 0.00 0.00 +0.00 0.00 £0.00
CRE (mg/dL) 0.27 +0.02 0.26 +0.02 0.27 +£0.01 0.28 +0.03
BUN (mg/dL) 19.0+1.5 184+23 189+1.5 19.1£22
T-Cho (mg/dL) 125.5+ 8.8 132.7+£10.6 1285+ 13.8 158.5+18.4
Na (mEq/dL) 142.8 +0.9 143.5+1.0 142.9+ 1.0 143.5+1.1
K (mEq/dL) 39403 3.8+0.2 39402 3.9+02
Cl (mEq/dL) 103.5+ 1.7 101.8 1.3 101.6 +1.7 1023+ 1.1
Ca (mEq/dL) 10.5+0.4 10.6 +0.2 10.6 +0.3 10.7+04
IP (mEq/dL) 33404 3.6+03 41+06° 3.7+0.4
® Means + SD.

Significantly different from control group by one-way ANOVA, Bonferroni multiple comparison test (* P<0.01).
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Table 6. Final body weight and organ weights data in F344 male rats given ferulic acid for 52 weeks

Item Dose level (%)

0 0.5 1.0 2.0
Body weight (2) 4673 +17.2 4953 +16.2° 478.3 + 14.3 4573 +28.0
Absolute (2)
Brain 2.16 £0.13 2.3140.09° 2.3840.09° 2.35+0.05¢
Lungs 1.85+0.12 1.75+0.14 2.06 +0.18 2.03£0.22
Heart 1.21£0.07 1.25+0.05 1.23 £0.06 1.19 £ 0.09
Spleen 0.71 £0.03 0.71£0.03 0.76 £0.05 0.75 £0.05
Pancreas 0.48+£0.06 048 +0.10 0.57+0.17 0.62£0.19
Liver 14.09 £ 0.87 15.05 +1.02 14.71 £0.79 14.57 £ 0.90
Adrenals 0.068 + 0.081 0.045 + 0.004 0.044 + 0.004 0.042 + 0.003
Kidneys 2.56+0.18 2.70£0.19 2.93 +£0.15 2.81+0.18
Testes 3.24+0.39 3.26 +0.33 3.37+£0.27 3.26 £0.42
* Means * SD.

Significantly different from control group by one-way ANOVA, Bonferroni multiple comparison test A@ P<0.05, © P<0.01 and ¢ P<0.001).
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Table 7. Relative organ weights data in F344 male rats given ferulic acid for 52 weeks

Item Dose level (%)

0 0.5 1.0 2.0
Relative g/100g B.W))
Brain 0.46 +0.03 0.47£0.02 0.50+0.02 0.51+£0.01
Lungs 0.40 £0.03 0.35+0.03° 0.43 £0.04 0.44 +0.05
Heart 0.26 £0.01 0.25+£0.01 0.26 £0.01 0.26 £0.02
Spleen 0.15+0.01 0.14 +£0.01 0.16 +0.01 0.16 £ 0.01
Pancreas 0.10 £ 0.01 0.10+0.02 0.12+0.04 0.14 £0.04°
Liver 3.02+0.19 3.03+£0.20 3.07+0.17 3.19+£020
Adrenals 0.015£0.017 0.009 £ 0.001 0.009 +0.001 0.009 £0.001
Kidneys 0.55+0.04 0.55+0.04 0.61+£0.03° 0.61 +0.04°
Testes 0.69 £0.08 0.66 +0.07 0.70 +£0.06 0.71 £0.09
* Means + SD.

Significantly different from control group by one-way ANOVA, Bonferroni multiple comparison test (* P<0.05 and ° P<0.01).
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Table 8. Final body weight and organ weights data in F344 female rats given ferulic acid for 52 weeks

Item Dose level (%)

0 0.5 1.0 2.0
Body weight () 226.5+18.0 240.1+11.4 2394+ 23 4 216.6 +11.9
Absolute (g)
Brain 2.12+0.04 2.15+0.06 2.12 £0.06 2.11 +£0.07
Lungs 1.47+0.20 141 £0.12 1.40x£0.10 1.37+0.15
Heart 0.709 £ 0.053 0.768 £ 0.069 0.748 +£0.037 0.734 +0.070
Spleen 0.45+0.04 047+0.04 0.45+0.04 0.43 +£0.03
Pancreas 043 +£0.13 0.43 +£0.09 0.45 +0.07 042+0.11
Liver 6.96 £ 0.62 7.37+0.48 7.65+0.59 7.68 £0.66
Adrenals 0.048 £0.003 0.053 £ 0.006 0.048 £0.004 0.040 +0.004°
Kidneys 1.54+£0.16 1.64+£0.12 1.65+£0.10 1.51+0.10
Ovaries 0.095 £0.015 0.100 £ 0.022 0.097 +£0.008 0.084 +£0.012
Uterus 1.43+0.24 1.37+0.21 1.22+0.20 1.23+£0.20
* Means + SD.

Significantly different from control group by one-way ANOVA, Bonferroni multiple comparison test (* P<0.01).
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Table 9. Relative organ weights data in F344 female rats given ferulic acid for 52 weeks

Item Dose level (%)

0 0.5 1.0 2.0
Relative (g/100g B.W.)
Brain 0.94 +0.02 0.90+0.02° 0.89+0.03° 0.97 +0.03
Lungs 0.65 +0.09 0.59 +0.05 0.58 +0.04 0.63 +0.07
Heart 0.31+0.02 0.32+0.03 0.31+0.02 0.34 +0.03
Spleen 0.20 +0.02 0.20 +0.02 0.17 +0.02° 0.20 +0.01
Pancreas 0.19 £0.06 0.18 £0.04 0.19 £0.03 0.19 +0.05
Liver 3.07 £0.27 3.07 £0.20 3.20+0.25 3.55+0.30°
Adrenals 0.0212+0.001  0.0221£0.002  0.0201 £0.002  0.0185 +0.002¢
Kidneys 0.68 +0.07 0.68 +£0.05 0.69 +0.04 0.70 +0.05
Ovaries 0.042 + 0.007 0.042 +0.009 0.041 +0.003 0.039 + 0.006
Uterus 0.63 +£0.11 0.57 +£0.09 0.51 +0.08 0.57 +0.09
* Means + SD.

Significantly different from control group by one-way ANOVA, Bonferroni multiple comparison test (° P<0.01, ° P<0.001 and ¢ P<0.05).
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Table 10. Mean food consumption in F344 rats at week 80 in two-years bioassay of ferulic acid

Sex Dose Food consumption
(g/rat/day)
Male 0 138+1.2°
0.5 11.9+23
1.0 122423
2.0 143+£3.1
Female 0 9.0+0.9
0.5 7.1+£2.6
1.0 6.8+22
2.0 85+32

* Means + SD.
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