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Table 1. General condition of male SD rats treated with 3:1FTOH for 28 days.

Week
Groups Findings 1 2 3 4
Cumulative total no. of animals per week 35 35 35 35
0 mg/kg
100 mg/kg
300 mg/kg - - -
1000 mg/kg Abnormal gait 31 19 16 5

Values are total number of occurrences in each week.
—; No abnormalities detected.



Table 2. Hematological data for male SD rats treated with 3:1FTOH for 28 days.

Control 3:1 FTOH

100 mg/kg 300 mg/kg 1000 mg/kg

RBC  (10%ul) 7.61+0.12 7.63*0.21 7.48*0.22 7.55+0.30
HGB  (g/dL) 144+02  145+04 14404  144%0.3
HCT (%) 42609 429*+1.1 426*14 426*1.1
MCV  (fL) 560+ 1.6 563*1.6 57.0t24  565%0.9
MCH  (pg) 19005 191+0.5 192+06  19.1*0.3
MCHC  (g/dL) 33.9%0.5 33.8+ 0.5 33.7+ 0.5 33.8*0.3

RET  (10%ul) 2981+ 38.0 317.1+40.8 303.3 = 18.2 289.5* 23.8
(%) 3.9+05 4.2+ 0.6 4.1+0.3 3.8+ 0.2

WBC  (10%ul) 7.13+228 7.64*164 583+1.22 7.16=*1.43

NEUT (103%ul) 098+ 0.44 1.06*0.25 0.80*0.08 1.29 % 0.28
(%) 134+51 139+15 144*41 181*1.6

LYMPH (10%ul)  576+1.95 6.29+126 4.76*1.22 5.49* 1.10
(%) 81.1+7.3 826*14 81.0%f43 76715

MONO (10%uLl)  0.32+0.18 0.20*0.15 0.19%0.10 0.27 = 0.08

(%) 450+ 2.39 242+1.33 322*145 3.72%0.51

EO (103ul)  0.06 £0.02 0.07+0.03 0.06+0.02 0.23 % 0.32

(%) 0.88+0.29 0.92+0.16 1.04*0.46 1.32+0.45

BASO  (10%ul)  0.01+0.02 0.01+0.01 0.02+0.01 0.01*0.01

(%) 0.12+0.16 0.18*0.11 0.34*0.24 0.18 *0.08
PLT  (10%ul) 935+ 99 938 + 41 875+ 125 988 + 72

Values are means =+ SDs.



Table 3. Serum biochemical data for male SD rats treated with 3:1FTOH for 28 days.

Control 3:1 FTOH

100 mg/kg 300 mg/ke 1000 mg/ke
TP (g/dL)  594%+0.15 5.86+0.13 578*0.25 5927*0.33
ALB (g/dL) 43%02 44%+01 43%0.1 4.7+ 0.3*
AIG 2704 3.1+0.2 29+04 3.8+ 0.6%*
BUN (mg/dL) 104+ 1.9 9.7+1.2 98+16  13.8*25%
CRE (mg/dL) 0.3+ 0.0 0.3%0.0 0.3%0.0 0.3%£0.0
AST (IU/L)  1182+275 121.6*31.2 1136+ 181 1284+ 15.7
ALT (IU/L)  320+12 340*53 352*¥39 384%52
ALPIFCC) (IU/L) 2104+ 334 2048* 344 166.2+39.1 229.8+ 40.4
-GT (TU/L) <3 <3 <3 <3
T-CHO (mg/dl) 686+169 604+86  654*17.8 462*59*
TG (mg/dL) 812+301 548*115 66.6*31.6 43.0=*11.0*%
T-BIL (mg/dl) 0.06+0.01 0.05*0.01 0.05*0.01 0.04*0.01%*
GLU (mg/dl) 984+11.8 976+97 101.4*61 1104*204
Na (mEq/L) 1426+ 1.1 143.8*13 1436*13 1422%04
K (mEq/L)  49+0.1 49+02 48+02 5.1%0.1
Cl (mEq/L) 101.6+1.3 103.0*14 1028*22 101.6%0.9
Ca (mg/dL) 104+03 102+01 103%*05 102*04
IP (mg/dL)  7.9+0.3 7.8+04 7.7+04 8.1%1.0

Values are means £ SDs.
%, %%; P < 0.05 and < 0.01 vs. Control by Dunnett’ s test, respectively.



Table 4. Organ weight data for male SD rats treated with 3:1FTOH for 28 days.

Control 31 FTOH
100 mg/kg 300 mg/ke 1000 mg/ke
Body weight (g) 364.6+205 367.1+176 371.1+275 352.8 +40.5
Brain (g  1.98%+0.07 2.00+ 0.03 2.00 + 0.08 1.93+ 0.08
(%) 054+ 0.03 0.55 %+ 0.02 0.54 + 0.03 0.55+ 0.07
Pituitary (g 0.015%+0.001 0.014# 0.002 0.013+0.001 0.014 =% 0.002
(%) 0.004=# 0.000 0.004=+0.000 0.004=0.000 0.004 = 0.000
Heart (g 1.28%+0.06 1.28 +0.16 1.25+0.10 1.20+0.16
(%) 0.35%+0.02 0.35+ 0.03 0.34+0.03 0.34+ 0.02
Thyroid (2 0.023%0.002 0.024=+0.005 0.021+0.003 0.021 =% 0.004
(%) 0.006=% 0.001 0.007=+0.001 0.006=+0.001 0.006=* 0.001
Thymus (g 056+ 0.12 0.59=+0.11 0.70 = 0.11 0.61+0.18
(%) 0.15%+0.03 0.16 = 0.03 0.19+0.03 0.17+ 0.05
Lung (g  1.25%+0.07 1.27+0.10 1.25+0.11 1.18 + 0.08
(%) 0.34%+ 0.01 0.35+ 0.02 0.34+0.03 0.34+ 0.02
Spleen (g  0.68%+0.08 0.70 =+ 0.09 0.70 +0.12 0.62 + 0.09
(%) 0.19%+0.02 0.19+ 0.02 0.19 + 0.04 0.17+0.01
Liver (g 105+ 0.6 104+ 0.9 11.9+1.9 12.8+ 2.4
(%) 2.87+0.14 2.82+ 0.15 3.18 + 0.30 3.62 & 0.42%*
Kidney (g 2.61%+0.30 257+ 0.18 2.74+0.21 2.74+ 0.19
(%) 0.71%+0.04 0.70 + 0.03 0.74 4+ 0.04 0.78 + 0.04*
Adrenal (2 0.044%+0.007 0.045+0.002 0.043+0.003 0.048 % 0.004
(%) 0.012#+0.002 0.012+0.001 0.012%+0.001 0.014 =+ 0.001
Testis (g 3.05+0.33 3.21 + 0.29 3.00 =+ 0.36 3.12+0.24
(%) 0.84%+0.10 0.88+ 0.12 0.82 +0.14 0.89 + 0.09
Epididymis (g0  0.83+0.12 0.89 + 0.04 0.83+0.15 0.80 + 0.04
(%) 0.23%+0.03 0.24+ 0.02 0.23 +0.05 0.23+ 0.03
Prostate (g 0.83%+0.11 0.82+ 0.11 0.83+0.12 0.81+0.14
(%) 0.23%+0.03 0.23+ 0.03 0.22 + 0.03 0.23+ 0.03
Seminal (g 1.05*0.14 1.03+0.11 0.98+0.13 0.93+0.19
vesicle (%)  0.29+ 0.04 0.28 + 0.04 0.26 + 0.03 0.26 + 0.03

Values are means =+ SDs.

%, %%; P < 0.05 and < 0.01 vs. Control by Dunnett’ s test, respectively.



Table 5. Histopathological findings for male SD rats treated with 3:1FTOH for 28 days.

3:1 FTOH

Control
Findings 100 mg/kg 300 mg/kg 1000 mg/kg
. Hypertrophy, hepatocyte, e
Liver centrilobular (+) 0 0 0 >
Cytoplasmic alteration, o
eosinophilic (+) 0 0 0 >

+; minimal.
#k; P < 0.01 vs. Control by Fisher’s exact test.



Table 6. Relative expression levels (fold changes) of Cyp2bl, Cyp2b2, Acoxl, Cyp4al, Cyplal and

Gpx2 in the liver of male SD rats treated with 3:1FTOH for 28 days.

31 FTOH
Control

100 mg/kg 300 mg/kg 1000 mg/kg
Acox1 1.05£0.33 083072 099 £0.80 3.06 £2.44
Cyp4al 105032 082080 1.77 203 459 +262
Cyp2bl 107039 177188 209 *162 6.84 379
Cyp2b2 129 £093 1.16 +1.48 231 £249 486 *1.77*

Cyplal ND ND ND ND
Gpx2 1.18£0.57 183167 1.03+063 390t 6.78

Values are means =+ SDs.

ND; not detected.

*; P < 0.05 vs. Control by Dunnett’ s test.
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Table 7. Hematological data for male SD rats treated with FC-75 for 28 days.

FC-75
Control
40 mg/kg 200 mg/kg 1000 mg/kg
RBC  (10%ul)  750+0.20 7.71+0.11 7.62+0.25 7.61*0.26
HGB  (g/dL) 14204  149*02% 144*04  14.6*0.2
HCT (%) 42.0 £ 1.2 44.6 £ 0.4%* 42.6 1.3 43.9 + 0.8*
MCV  (fL) 56.0 £ 1.5 57.9 0.9 55.9 * 1.5 57.7+ 2.2
MCH  (pg) 189+ 0.4 19.3 0.3 18.8 + 0.6 19.3 £ 0.8
MCHC (g/dL) 33.8 £ 0.2 33.3+ 0.5 33.7+ 0.4 33.4 + 0.5
RET  (10%ul) 301.5+52.1 320.5*19.7 276.2*20.4 330.0 % 40.2
(%) 4.0 £ 0.7 4.2 +0.2 3.6 0.3 4.4 *0.7
WBC  (10%ul)  611+1.93 6.12*1.66 536%1.30 6.17*257
NEUT (10%ul) 090+0.41 0.66+0.34 0.72*0.15 0.90 % 0.46
(%) 149+4.6  108*47 14149 151*6.4
LYMPH (103%ul)  4.89+1.60 5.23*1.58 4.33+1.24 5.00* 2.30
(%) 79.7+47  852%+50 80.0+55  80.3* 6.6
MONO (10%ul)  0.24+0.07 0.17+0.04 0.21+0.09 0.18*0.09
(%) 4.04+0.89 284+1.15 3.92+1.47 3.02+1.04
EO (103%ul)  0.06+0.01 0.05+0.01 0.08%0.03 0.07%0.02
(%) 1.06 £0.35 0.90*0.21 1.60*0.98 1.40 % 0.73
BASO  (10%ul)  0.02+0.01 0.01*0.01 0.02%0.01 0.01=*0.01
(%) 0.30+0.20 022+0.11 0.34+0.28 0.18*0.13
PLT  (10%ul) 983 + 98 891 * 74 939 £ 107 894 * 60

Values are means =+ SDs.

%, %k; P < 0.05 and < 0.01 vs. Control by Dunnett’ s test, respectively.
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Table 8. Organ weight data for male SD rats treated with FC-75 for 28 days.

Control FC-75
40 mg/kg 200 mg/kg 1000 mg/ke
Body weight (g 3789+ 392 3842%240  368.0*27.7 391.3 + 20.3
Brain (g 2.03%0.13 1.95 = 0.08 1.96 * 0.10 2.03 * 0.09
(%) 0.54%0.03 0.51* 0.04 0.53 * 0.02 0.52 * 0.02
Pituitary (g 0.012%* 0.002 0.013* 0.002 0.013£0.001 0.013 = 0.001
(%) 0.003* 0.000 0.003* 0.000 0.003* 0.000 0.003* 0.000
Heart (2) 1.27+ 0.22 1.27 £ 0.10 1.24 + 0.07 1.25 * 0.09
(%) 0.33%0.03 0.33+ 0.01 0.34 * 0.01 0.32 * 0.01
Thyroid (g2 0.027%0.005 0.022=* 0.005 0.019*0.005* 0.024 * 0.001
(%) 0.007* 0.001 0.006 * 0.001 0.005* 0.001** 0.006 * 0.000
Thymus (g 0.72%0.05 0.55 £ 0.08 059+ 0.15 0.63*0.17
(%) 0.19% 0.02 0.14 * 0.02 0.16 * 0.05 0.16 * 0.04
Lung (2) 1.27%0.19 1.28 £ 0.19 1.25 * 0.08 1.29 * 0.07
(%)  0.33%0.02 0.33*+ 0.03 0.34 + 0.02 0.33 + 0.02
Spleen (2 0.65%0.13 0.69 £ 0.09 0.63 * 0.08 0.69 *0.11
(%) 0.17%0.02 0.18 * 0.02 0.17 * 0.02 0.18 * 0.03
Liver (2) 107+ 1.2 114+t 15 103+ 1.1 11.1+ 0.2
(%) 2.83%0.10 2.96 + 0.24 2.79+0.16 2.84+0.12
Kidney (g 2.72%0.33 2.75 % 0.17 2.70 + 0.43 2.94*0.11
(%) 0.72% 0.02 0.72 * 0.04 0.73 * 0.07 0.75 * 0.03
Adrenal (22 0.043%0.009 0.049=* 0.008 0.047*0.004 0.046 = 0.008
(%) 0.011* 0.002 0.013*0.002 0.013*0.001 0.012* 0.002
Testis (g 278+t 0.27 3.13+ 0.23 2.91*+0.35 3.17 + 0.29
(%) 0.74%0.05 0.82 * 0.07 0.79 * 0.10 0.81 * 0.04
Epididymis (g)  0.77* 0.16 0.85 £ 0.04 0.85 * 0.06 0.84 * 0.05
(%) 0.20%0.03 0.22 * 0.01 0.23 + 0.02 0.22 * 0.02
Prostate (2 0.80*0.14 0.85* 0.21 0.81 *0.10 0.91*0.17
(%) 0.21%0.04 0.22*+ 0.05 0.22 * 0.02 0.23 +0.04
Seminal (g 093+0.15 0.93%0.13 1.00 £ 0.20 1.00 = 0.05
vesicle (%) 0.25* 0.05 0.24 £ 0.04 0.27 + 0.04 0.26 * 0.01

Values are means =+ SDs.

%, %k; P < 0.05 and < 0.01 vs. Control by Dunnett’ s test, respectively.
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1054 Test for linear trend:
P=0.0322
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Figure 1. Serum PFBS concentration for male SD rats treated with PFBS. One-way ANOVA was used for
the linear trend test.
ND; not detected.
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Figure 2. Scatter plots of Serum PFBS concentration compared to relative expression levels (fold
changes) of Cyp2bl (a) and Cyp2b2 (b).
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Figure 3. Mean body weight (a) and food intake (b) for male SD rats treated with 3:1FTOH for 28
days.
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Figure 4. Histopathology of male SD rats treated with 3:1FTOH for 28 days. Hematoxylin and eosin
staining. Livers in the control (a, c¢) and 1000 mg/kg/day group (b, d).
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Figure 5. Transmission electron microscopy of male SD rats treated with 3:1FTOH for 28 days.
Hepatocytes containing peroxisomes (arrowhead) in the control (a) and 1000 mg/kg/day group (b).
Scale bar = 2 pm.
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Figure 6. Mean body weight (a) and food intake (b) for male SD rats treated with FC-75 for 28 days.
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Figure 7. Histopathology of male SD rats treated with FC-75 for 28 days. Hematoxylin and eosin
staining.

(a and b) Livers in the control (a) and 1000 mg/kg/day group (b). (c and d) Kidneys in the control
(¢c) and 1000 mg/kg/day group (d).
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