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LDso value : 2142mg/kg
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1 Dose-mortality curve of acute toxicity in male rats
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Fig. 2 Dose-mortality curve of acute toxicity in female rats
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Table 1 Mortality and L.Dso value of rats treated orally with hexadecanoic acid, 2-suflo—, 1-methylester, sodium salt in the acute toxicity study

Sex Dose Number of Number of animals that died Mortality L.Dso value
(mg/kg) animals Day 0 1 2 3 4 5 6 7 8~14 [95%Confidence limits]
examined Hr. 1 3 6 (mg/kg)
Male 0 5 0 0 0 60 0 0 0 0 0 0 0 0%/5°
786 5 0 0 0 0 0 0 0 0 0 0 0 0/5
983 5 0 0 0 0 0 0 1 0 0 0 0 1/5 2142
1229 5 0 0 0 0 0 0 0 0 0 0 0 0/5 [ 1656 — 6654 ]
1536 5 0 0 0 1 0 o 0 0 0 o0 0 1/5
1920 5 0 0 0 1 0 O© 0 0 0 0 0 1/5
2400 5 0 0 0 4 0 0 0 0 0 0 0 4/5
Female 0 5 0 0 0 0 0 O 0 0 0 0 0 0/5
786 5 0 0 0 0 0 0 0 0 0 0 0 0/5
983 5 0 0 0 0 0 0 0 0 0 0 0 0/5 1819
1229 5 0 0 0 0 0 0 0 0 0 0 0 0/5 [ 1347 - 3170]
1536 5 0 0 0 3 0 0 0 0 0 0 0 3/5
1920 5 0 0 0 2 0 0 0 0 0 0 0 2/5
2400 5 0 0 0 4 0 0 0 0 0 o 0 4/5
a : Number of animals that died; b : Number of animals examined
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Table 2-1 Incidence of clinical signs of rats treated orally with hexadecanoic acid, 2-suflo-, 1-methylester, sodium salt in the acute oral toxicity study
Clinical sign Sex Dose Day 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14
(mg/kg) Hr. 1 3 6
Male 0 5*/s° 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5
786 /5 3/5. 0/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 &/65 5/5 5/5 5/5 5/5
983 0/5 0/5 0/5 2/5 4/5 4/5 4/4 4/4 4/4 4/4 4/4 4/4 4/4 4/4 4/4 4/4 4/4
1229 9/5 0/5 0/5 4/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5
1536 0/5 0/5 0/5 0/4 3/4 4/4 4/4 4/4 4/4 4/4 4/4 4/4 4/4 4/4 4/4 4/4 4/4
1920 0/5 0/5 0/5 0/4 3/4 4/4 4/4 4/4 4/4 4/4 4/4 4/4 4/4 4/4 4/4 4/4 4/4
No abnormalities 2400 o/5 0/5 0/5 o0/1 0/t o0/1 o/1 o/1 1/ /v /v 1/v /1 /1 1/1 1/1 1/1
detected
Female 0 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5
786 0/5 0o/5 o0/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5
983 0/s 0/5 0/5 2/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5
1229 0/5 0/5 0/5 2/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5
1536 0/5 0/5 0/5 1/2 0/2 2/2 2/2 2/2 2/2 2/2 2/2 2/2 2/2 2/2 2/2 2/2 2/2
1920 0/5 0/5 0/5 0/3 2/3 3/3 3/3 3/3 3/3 3/3 3/3 3/3 3/3 3/3 3/3 3/3 3/3
2400 o/ o/5 0/5 o0/1 0/1 1/1 1/1 1/1 i/t i/1r 1/t i/t i/1 1/t 1/1 1/1 1/1

a : Number of animals with sign;

b : Number of animals examined
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Incidence of clinical signs of rats treated orally with hexadecanoic acid, 2-suflo-, 1-methylester, sodium salt in the acute oral toxicity study

Table 2-2
Clinical sign Sex Dose Day 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14
(mg/kg) Hr. 1 36
Male 0 0*/5° 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
786 4/5 2/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
983 5/5 5/5 5/5 2/5 1/5 1/5 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4
1229 5/5 5/5 &5/5 0/5 0/5 0/ 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
1536 5/5 5/5 5/5 4/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4
1920 5/5 5/5 5/5 4/4 1/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4
Decreased in locomotor 2400 5/5 5/5 5&/5 1/1 /1 0o/1 0/t 0/1 0/1 0/1 0/1 0/t 0/t 0/1 0/1 0/1 0/1
activity
Female 0 o/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
786 5/5 5/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
983 5/5 5/5 3/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
1229 5/ 5/5 5/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
1536 5/5 5/5 5/5 1/2 0/2 0/2 0/2 0/2 0/2 0/2 0/2 0/2 0/2 0/2 0/2 0/2 0/2
1920 5/5 5/5 5/5 1/3 0/3 0/3 0/3 0/3 0/3 0/3 0/3 0/3 0/3 0/3 0/3 0/3 0/3
2400 5/5 5/5 5/5 1/1 0/t o/1 /1 0/1 o/t 0/1 0/t 0/1 0/1 0/1 0/1 0/1 0/1

a : Number of animals with sign;

b : Number of animals examined
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Table 2-3  Incidence of clinical signs of rats treated orally with hexadecanoic acid, 2-suflo-, 1-methylester, sodium salt in the acute oral toxicity study
Clinical sign Sex Dose Day 0 1 2 3 4 5 6 7 8 9 10 11 1213 14
(mg/kg) Hr. 1 3 6
Male 0 0%/5° 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
786 0o/s 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
983 0/5 5/5 0/5 0/5 0/5 0/5 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4
1229 6/5 5/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
1536 0/5 3/5 2/5 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4
1920 0/5 5/5 2/5 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4
2400 0/5 5/5 5/5 1/t o/t o0/t 0/t 0/1 0/1 0/1 0/1 0/1 0/1 0/1 0/1 0/1 0/1
Ptosis
Female 0 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
786 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
983 0/5 1/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
1229 0/5 5/5 1/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
1536 0/5 5/5 5/5 0/2 0/2 0/2 0/2 0/2 0/2 0/2 0/2 0/2 0/2 0/2 0/2 0/2 0/2
1920 0/5 5/5 5/5 0/3 0/3 0/3 0/3 0/3 0/3 0/3 0/3 0/3 0/3 0/3 0/3 0/3 0/3
2400 0/5 5/5 5/5 1/1 0/t 0/t o0/1 0/1 0/1 0/t 0/1 0/t 0/1 0/1 0/1 0/t 0/1

a : Number of animals with sign;

b : Number of animals examined
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Table 2-4  Incidence of clinical signs of rats treated orally with hexadecanoic acid, 2-suflo-, 1-methylester, sodium salt in the acute oral toxicity study
Clinical sign Sex Dose  Day 0 1 2 3 4 5 6 7 8 9 1o 11 12 13 14
(mg/kg) Hr. 1 36
Male 0 0*/5° 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
786 0/s 0/5 5/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
983 0/5 1/5 5/5 0/5 0/5 0/5 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4
1229 6/5 2/5 5/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
1536 0/5 4/5 5/5 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4
1920 0/5 1/5 5/5 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4
2400 0/5 4/5 5/5 0/1 0/1 0/1 0/1 0/1 0/1 0/1 0/1 0/1 0/1 0/1 0/1 0/1 0/1
Diarrhea
Female 0 0/s 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
786 0/5 0/5 5/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
983 0/5 0/5 5/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
1229 o/s 1/5 4/5 0o/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
1536 0/5 4/5 5/5 0/2 0/2 0/2 0/2 0/2 0/2 0/2 0/2 0/2 0/2 0/2 0/2 0/2 0/2
1920 o/5 3/5 5/5 0/3 0/3 0/3 0/3 0/3 0/3 0/3 0/3 0/3 0/3 0/3 0/3 0/3 0/3
2400 0/5 5/5 5/6 0/1 0/1 0/1 0/1 0/1 0/1 0/1 0/t 0/1 0/1 0/t 0/1 0/1 0/1

a : Number of animals with sign; b : Number of animals examined
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Table 2-5  Incidence of clinical signs of rats treated orally with hexadecanoic acid, 2-suflo-, 1-methylester, sodium salt in the acute oral toxicity study
Clinical sign Sex Dose Day 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14
(mg/kg) Hr. 1 3 6
Male 0 0*/5° 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
786 o/5 0/5 1/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
983 0/5 0/5 4/5 3/5 0/5 0/5 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4
1229 0/5 0/5 5/5 1/5 0/5 0/5 ©/5 0/5 /5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
1536 0/5 0/5 5/5 1/4 1/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4
1920 0/5 0/5 5/5 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4
Soiled perineal 2400 0/5 0/5 5/5 1/t 1/t o0/t 0/1 0/1T 0/1 0/1 0/1 0/1 0/1 0/T 0/1 0/1 0/1
region
Female 0 0/5 0/5 0/5 o0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
786 o/ 0/5 3/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
983 0/5 0/5 5/5 3/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
1229 o/5 0/5 5/5 3/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
1536 0/5 0/5 5/5 1/2 0/2 0/2 0/2 0/2 0/2 0/2 0/2 0/2 0/2 0/2 0/2 0/2 0/2
1920 0/5 0/5 5/5 3/3 1/3 0/3 0/3 0/3 0/3 0/3 0/3 0/3 0/3 0/3 0/3 0/3 0/3
2400 0/s 0/5 5/5 1/1 0/1 o/1 0/1 0/ 0/1 0/t 0/1 0/1 0/1 0/1 0/1 0/1 0/1

a : Number of animals with sign;

b : Number of animals examined
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Table 2-6  Incidence of clinical signs of rats treated orally with hexadecanoic acid, 2-suflo-, 1-methylester, sodium salt in the acute oral toxicity study
‘Clinical sign Sex Dose Day 0 1 2 3 4 5 6 7 8 9 0 11 12 13 14
(mg/kg) Hr. 1 3 6
Male 0 0*/5° 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
786 0/5 0o/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
983 0/5 0/5 0/5 0/5 0/5 0/5 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4
1229 0/5 ¢/5 0o/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
1536 0/5 0/5 0/5 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4
1920 0/5 0/5 5/5 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4 0/4
2400 0/ o/5 5/5 1/1 1/t 1/1 1/1 1/t o/t o/1 0/1 0/t 0/1 0/1 0/1 0/1 0/1
Piloerection
Female 0 o/5 o0o/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
786 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
983 0/ 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
1229 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
1536 0/5 0/5 1/5 1/2 0/2 0/2 0/2 0/2 0/2 0/2 0/2 0/2 0/2 0/2 0/2 0/2 0/2
1920 o/5 0/5 5/5 1/3 0/3 0/3 0/3 0/3 0/3 0/3 0/3 0/3 0/3 0/3 0/3 0/3 0/3
2400 o/5 0/5 5/5 1/1 0/1 o/1 o/1 0/1 o/1 o/t o0/t 0/1 0/t 0/1 0/1 0/1 0/1

a : Number of animals with sign;

b : Number of animals examined
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Table 3

Body weights of rats treated orally with hexadecanoic acid, 2-suflo-, 1-methylester, sodium salt in the acute toxicity study

Sex Dose Body weight (g)
(mg/kg)  Day 0 1 3 7 14
Male 0 116 = 4 (5)° 136 = 6 [+201° (5 157 £ 7[+21] ) 192 = 11 [+35] () 255 = 14 [+63] (5)
786 115 = 6 (5) 135 £ 7 (+20] (5 155 = 9[+20] (5 191 = 15 [+36] (5) 258 = 22 [+67] (5)
983 115 £ 5 ) 123 = 10[+8] (5 138 £ 27 [+15] (® 188 = 3 [+50] @ 250 = S5[+62] @
1229 115 + 4 () 125 = 11 {+10] (5) 149 = 9 [+24] (9 186 £ 15 (+37] (5) 250 £ 22 [+64] (5)
1536 115 + 4 (5) 121 = 13[+6] @ 144 = 13 [+23] @) 182 + 12 [+38] @) 244 + 12 [+62] @)
1920 115 £ 5 () 125 = 3[+101 @ 151 = 6[+26] @ 187 = 8 (+36] @) 251 = 20 [+64] (&)
2400 115 3 (5 106 f-o] @ 107 11 155 [(+48] (1) 227 +72] @)
Female 0 105 £ 4 (5) 125 = 5[+20] ) 138 = 5{+13] (5 156 £ 8 [+18] (5 184 = 10 [+28] (5)
786 106 = 3 (5) 122 = 5[+16] 138 = 6 [+16] (5 153 £ 7[+15] 5 181 = 8 [+28] ()
983 105 = 3 (5) 118 = 3[+13] (5 135 £ 3 [+17] () 153 £ 6 [+18] (9 175 = 7[+22] (5
1229 105 = 3 (%) 114 = 3[+9] 135 = 3[+19] (5 159 = 8 [+24] (9 184 + 12 [+251 (5)
1536 106 = 4 (5) 112 = 3[+6] @ 138 = 6[+26] @ 167 £ 12 [+29] (@) 193 £ 14[+26]) @)
1920 105 = 3 (5) 107 £ 10+2] 3 131 £ 12 [+24] (3 156 £ 13 [+251 (@ 184 = 18 [+28] (3)
2400 105 + 3 (5) 101 -4 @ 127 (+26] (D 147 [(+20] (D 163 (+16] (O

Each value is expressed as mean3S.D ;

a : Number of animals examined;

b : Increase from last mean body weight measured




‘o Apnjg

¢L1-66

-OI_

Table 4

Incidence of necropsy findings of rats treated orally with hexadecanoic acid, 2-sulfo—, 1-methylester, sodium salt in the

acute oral toxicity test

Male Dose (mg/kg) 0 786 983 1229 1536 1920 2400
Fate TK TK FD TK TK FD TK FD TK FD TK
Findings No. of animals 5 5 1 4 5 1 4 1 4 4 1
Stomach :
Distention with
watery content + 0 0 0 0 0 1 0 0 0 4 0
Female Dose (mg/kg) 0 786 983 1229 1536 1920 2400
Fate TK TK TK TK FD TK FD TK FD TK
Findings No. of animals 5 5 5 5 3 2 2 3 4 1
Stomach :
Distention with
watery content + 0 0 0 0 1 0 2 0 2 0
TK : Terminal kill;  FD : Found dead;  + : Slight; ++ : Moderate
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