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Acute Oral Toxicity Study 6f 2-Amino-5-chloro-4-methylbenzenesulfonic acid in Rats
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Tablel. Mortality and LD, values in rats after single administration of 2-Amino-5-chloro-4-methylbenzenesulfonic acid
Sex Dose No. of Mortality LD, values
(mg/kg) animals (mg/kg)
Male ) 2,000_— 5 0/5 B >2,000
Female 2,000 5 - 0/5 ‘ >2,000
6) ®5HE

#gEE. BORE L L

FS 168 MR S S -8 I L o SR KB
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L. MHRARERT R 2 R E RS R AAC R L 1

ERBLUEE

1) RUESLVELD, fE (Table 1)
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Tel 0538-58-1266  Fax 0538-58-1393

Correspondence : Yamamoto, Toshio
Biosafety Research Center, Foods, Drugs and
Pesticides (An-pyo Center), Japan
582-2 Shioshinden Arahama, Fukude-cho, Iwata-gun,
Shizuoka, 437-12, Japan
Tel 81-538-58-1266  Fax 81-538-58-1393
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Twenty-eight-day Repeated Dose Toxicity Test of 2-Amino-5-chloro-4-
methylbenzenesulfonic acid in Rats
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3. 1% (Fig.1)

HEC L 1,000 mg/kght T 538 0 BRI A~ Bl A
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Fig. 1 Body weights of rats administered orally with 2-Amino-5-chloro-4-methylbenzenesulfonic acid for 28 days
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Fig.2 Food consumption of rats administered orally with 2-Amino-5-chloro-4-methyibenzenesulfonic acid for 28 days
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5. MAMRRZEIRE (Table 1)

a) HEBTHOME
HETIE 300 B & U 1,000 mglkgBF CTAHlERIZHE LT
MCHCH AR E R L7,

TR hoBEEBIC BT HAREE ORMICER
BDLNL ol

b) [E{EH ie T i ORE R
HETI21,000mgkeBE THBREILEE L TNE/DEVE
BXUMAMEROFEPFRED L,

Table 1

B T 121,000 mg/kg B THHBEE I T8 L T HIM BB O R
R HAL,

6. [MiEEEREE (Table 1) .

BEHMR THROREICBWT, ##Edlc7otoy
VBB L UTERAEES P ey KT RF VIEMIZEE
BICE o,

Bl #IR#E TR OB A T, MEDL000meAgHE T D b
YV VSRR L TERL .

Hematological findings of rats administered orally with 2- Amino-5-chloro-4-methylbenzenesulfonic acid

for 28 days and a recovery period for 14 days
Hem o B _2_8 days dosing groups (mg/kg) 14 days recovery groups (mg/kg)
0 100 300 1,000 0 1,000
Male
No. of animals 5 5 5 5 5 5
HCT (%) 46.6£0.7 474%x1.1 47.6%+1.7 48.1:£1.2 46.7+0.6 45412
HGB (g/dl) 14302 14,3103 14.2+0.5 14.4%0.3 14.930.1 14.440.3%+
RBC (x10%mm?) 7.57£0.29 7.69%0.19 7.68£0.43 7.89+0.15 3.08:£0.21 7.87x0.44
MCV (um?) 61.6£2.2 61.6%=1.3 62.1%2.0 60.2t1.6 57909 57.8%23
MCH (pg) 18007 18,604 185107 18.240.5 18.5+£04 18.3:£0.7
MCHC (%) 30.8E0.1N 30.21+0.2 29,8 0.6%* 20.040.2%* 31.9£0.3 31.7£0.2
PLT (x10°/mm?) 119963 122162 1180+ 118 1107X48 123860 1093 294%*
WwBC {x'lﬁlmml) 123227 13,618 1271+34 122423 124£33 145+24
Differential leukocyte
counts {%}
NEUT 12%3 122 9+1 13%3 114 12+4
LYMPH 84+3 84+2 912 843 8515 85:£5
MONO 2+1 21 1£1 1£1 242 241
EOSN 10 1£0 10 10 10 10
BASO 0+06 0x0 o+0 00 00 00
LuC 1£0 1+0 1+1 i+0 10 10
PT (sec.) 14.8+0.6 14.5+04 i4.540.7 14,5204 15.4%0.5 152:£0.6
APTT (sec.) 23.0%x14 218*0.6 24.0%+1.8 22.6::2.0 27.1+£23 269%1.8
Female
No. of animals 5 5 3 5 5 8
HCT (%) 46.2:4:1.1 473427 46,6+0.7 46.3=1.2 449X=1.3 438+1.0
HGB (g/d) 13.810.5 13.9+0.7 13.3+0.3 13.7%£0.5 14.3:£04 14.0£0.2
RBC (x10%mm?) 7.42+0.28 7.51+029 7441034 7.461+0.21 775032 7 74210.14
MCV (um?) 62,3113 63.0+1.9 62,7125 62.1+1.9 57.9+1.3 59.1+14
MCH (pg) 18.610.3 18.51:0.5 18.5+0.9 18.4£0.6 18.4£0.6 18.91£0.3
MCHC (%) 209+04 204+0.3 29605 20.6+0.4 31,703 32,0409
PLT (x10°/mm?) 1190t 164 1205110 111788 1110112 1196156 1107*75
WBC (x10%/mm?) 6.5+2.1 6319 6.1+1.3 8.3:£24 10.7+£2.4 6.9+2.1*
Ditferential leukocyte
counts (%)
NEUT 112N 12%3 13+8 101 g3+2 12+4
LYMPH 36T 2N 36x3 85+10 87+l 892 84E5
MONO 1+0 1+1 1£1 10 1£1 2+1
EOSN 1:£0 1+0 140 10 10 1+£1°
BASO 00 0x0 0x0 Db 00 0x0
LUC oxt 00 0t0 0x1 10 01
PT (sec.) 16,0104 [5.74+0.5 15.5x0.3 154304 15.5£0.5 16.305*% -
APTT (sec.) C212%2.1 21,114 19.2:+:1.2 18.9+1.4 22114 252442

NEUT: Neutrophil LYMP: Lymphocyte
LUC: Large unstained cells

Values are expressed as Mean+S8.D.

Significant difference from control group; **: P=0.01

8

WMONO: Monogyte

EOSN: Eosinophil BASO: Basophil
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7. HAcENRE (Table2). '

L8 BHRTHORR | -
HETIE M RBEC LB L T 10048 X U300 mgkgBETH L >
G LH, T, W0mgkgBTT AT I wAWP L,

BT T OB S ECRIBRC L T 5 -

b) EHEEAERE TrE O R

T BB RE L TL000mghkgBE T L TF =
O, BEH., TVTIrBLUH Y T AORPHR
BHHILT, . C

T F T ORAER IC 35\ CHBAEE & 1000 mg/kgl
TEED 52 Do 72

GTPDEA, ATy AOEMARD L, T4, 160

mglkgEE TUAEOBMAED HiLi,

Tahle 2

‘o

.

Blood chemical findings of rats administered orally with 2- Amino-5-chioro-4-methylbenzenesulfonic acid
for 28 days and a recovery period for 14 days
Hem _ 28 days dosing groups (mg/ke) 4 daysrecovery groups (mgrkg) .
_ 0 100 300 1,000 0 1,000 - .
Male
No. of animals 5 5 5 5 : 3 5
BUN (mg/dly 12419 11519 S 131823 11.3%15 T 11222 '13.0:1:1.9_
Creatinine (mg/dl) 0.539+0.03 0.56+0.07 0.55+0.10 0.59+0.06 0.58:£0.03 0.63 +0.02%F 7
T.cholesterol (mg/dl). 49116 48+5 44+ 15 47+9 5121 438
T.piotein (g/dl} 534%0.13 5.2410.08 5.1040.21 5.25+0.06 5.65+0.21 5.33:£0.09%*
Albumin (g/dbh 2.98+0.07 © 2934007 2.8310.09* 12.9440.09 3.02+0.08 2.86:£0.00%*
AlG 1.2720,08 - 1272003 1.254:0.04 1.28+0.08 1.15:40.04 1.16:4:0.07
Glucose (mg/dl) 134219 13814 146£11 13711 14619 i5i21°
TFriglyceride (mg/dl) 5641%132 513x145 '522+247 36.3%6.1 4824172 45.0%14.7
GOT (U 61%6 65+2 57+6 S6x7 457 2+7
GPT (UM 1311 1233 13+3 154 ro17%4 ILEE
ALP (UM 15123 176+48 154+21 15322 © 126224 14123077
Gamma-GTP U/ 0.0X00M 0.1%0.2 02103 0.2+0.2 0.0£0.0 01101
Sodium (mmok/) 141,3+0.8 141,1£0.7 -140.621,3 1397414 “142.2%1.5 1‘42.4i0.7
Potassium {(mmol/1) 4971023 -4.95+0.29 4391038 494+0.34 4944035 A491024%"
Chloride {(mmoi/1) 106.6+1.6 106.4:£0.7 107.4X1.0 " 1054E1.0 " 106.8+1.7 107.7£1.5
Calcium (mg/dl) 9.52+0.14 9.11£0.12%  9.17E0.16%* 9.40+0.14 '9,52:+0.29 9.{7:!:0.14'" P
Lphosphate (mg/dl) - 8.09£0.53 7.60£0.34 7.72£0.62 7.58+0.35  7.35+0.58 6:73:£0.32
Female '
No. of animals 5 5 5 .5 3 5
BUN (mng/dl) 14.512.9 . 16012 16.1+3.7 14.3+4.8 137209 152%1.5. .
Creatinine (mg/dl) 0.60+0.03 0542011 1 0,6310.06 0.58+0.06 0.65+0.05 0.63+0.03
T.cholesterol (mg/dl) 44110 . 52%20 50114 6111 64+13 567
T.proiein (g/dt) 5554027 5.73+0.24 . 543+0.13 5.52+0.26 ) 5.84%0,17 5.69+0.09
Albumin (z/dl) 3244020 33240020  .3.14%£005 3223021  3.38£022N 327004
AfG. 1.40+0.06 .1.38x0.10 1.37+0.03 1.40::0.00 - 13720012 136006 .-
Glucose (mg/dl) 112+ 14 150300+ 133%8 12014 131+21 12549 . . ..
Triglyceride (mgfd) ' 27.8+53 346159 262%5.1 42,113t 42.5+12.0N ugLig
GOT Uy 56+8 54+6 55+4 5110 4818 46:£4
GPT (UM 1341 1514 13+3 14+6 155 1343
ALP (Uf) 132+16 105+20 9117 11223 7217 8530
Gamma-GTP (U/l) 0.930.5 0.2:4:0.2%* 0.3£03* ¢ 0.4:£0:3% - 03104 0,3+04
Sodium (mmolA) 142.2+0.8 141.7£0.5 414xi4 140.8+1.2 1416108+ -1423£1.5
Potassium (mmol/) 4.86%0.13 '4.54+0.21 4641028 453030 446018 4474030
Chloride (mmoi/l) 108.8£1.8 109.1+2.0 109.8+1.5 106.8:£1.2 108.2%2.1 109.6E1.8
Calcium (mg/dly 9.2340.08 9.5610.21+* 9.5110.14% 9.6610.19%* 9.45%0.17 9.37+0.17
1.phosphate (mg/dl) 620015 6.37X+0.26 6.05+=0.49 6.271+0.28 6.02:::0.38 5.36%x0.63
Values are expressed as Mean8.D,
Significant difference from control group;  *: P=0.05 *k: P=0.01

N: Non parameiric analysis
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Table 3 Urinary findings of rats administered orally with 2-Amino-5-chloro-4-methylbenzenesulfonic acid for 28 days and
arecovery period for 14 days
Iem ] L 28 days dosing groups {mg/ke} o 14 days recovery groups (mgfkg)
0 160 300 1,000 0 1,600
Male -
No. of animals 5 5 5 5 5 5
Volume (ml) §+2 §£2 72 6t1 8+IN 742
Specific Gravity 1.053+0.013 1.061£0.016 LO70+£0.017 1.067%0.006 1.062+0.004N 1.07210.018
Color Slight yellow 5 4 4 4 5 5
Yellow-brown ¢ 1 4 1 0 0
Turbidity Clear 5 5 5 5 5 5
pH 5 0 0 1 2 0 ]
5.5 [ 1 1 3 0 2
6 4 4 2 0 5 3
6.5 I 0 I 0 0 0
Occult Blood - 5 5 5 5 5 5
Ketones - 0 0 1 2 0 1
+/- 1 3 3 3 0 2
1+ 4 2 1 0 5 2
Glucose - 5 5 5 5 5 5
(g/d)
Protein 30 4 4 2 | 2 2
(mg/dl) 100 | 1 2 4 3 2
=300 0 0 1 0 0 4
Bilirubin - 1 3 0 0 t 0
. I+ 4 2 5 5 4 3
Urobilinogen 0.1 5 2 0 0 5 5
(E.U./dl) 1.0 0 3 5 2 0 0
20 0 0 0 3 0 0
Erythrocyles - 5 5 5 5 5 5
Leukocytes - 5 3 3 4 3 3
1+ 0 2 2 0 2 2
2+ 0 1] 0 I 0 0
Epith. Cells - 5 5 5 5 5 5
Casts - 5 5 5 5 5 5
Fal glob. - 5 5 5 5 5 5
M. threads - 5 5 5 5 5 5
others + 5 5 5 5 5 5
others : Crystals

Values of volume specific gravity are expressed as Mean:£5.D. ,other values are expressed as No. of animals
N : Non parametric analysis
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Table 3 (-continued)
Item ~ 28 days dosing groups (mg/kg) o 14 days recovery groups (mg/kg)
0 - 100 300 [,000 0 1,000
Female
No. of animats 5 5 5 5 5 5
Volume (ml) 5%2 5+2 5+1 6t2 612 Kk |
Specific Gravity 106520015 10700025 107720011 10690017 1.068+0.021 1101 £0.014*+
Color Slight yellow 5 4 4 4 5 5
Yellow-brown 0 1 1 l 0 0
Turbidity Clear 5 5 5 5 5 5
pH 5 0 1 3 4 0 0
55 1 2 2 0 1 5
6 4 1 Q 1 3 0
6.5 0 | o 0 1 0
Occult Blood - 4 5 5 5 4 5
+- 1 0 0 0 1 0
Ketones - 3 4 3 4 3 3
+/~ 2 i 2 l 2 2
Glucose - 5 5 5 5 5 5
(g/d)
Proiein +- 0 0 0 i t 0
(mg/d) 30 3 4 5 4 I 0
100 2 1 Q Q 3 3
) =300 0 0 0 H 0 2
Bilirubin - 2 2 0 | 2 ¢
1+ 3 3 5 4 3 5
Urobilinogen 0.1 5 2 1] 0 5 5
(EU./dl) 10 Q 3 s 1 Q 0
2.0 0 Q 0 | 0 0
4.0 0 0 L 3 0 ¢
Erythrocytes - 5 5 5 5 5 3
Leukocytes - 5 3 i 3 4 5
1+ (] 1 3 0 1 a
2+ 0 1 i 2 0 0
Epith. Cells - 5 5 5 4 5 5
I+ 0 0 0 | 0 1]
Casts - 5 5 5 5 5 5
Fat gloh. - 5 5 S 5 5 5
M. threads - 5 5 5 5 5 5
others - 0 0 I 0 1 0
+ 5 5 4 5 4 5

others ; Crystals
Values of volume,specific gravity are expressed as Mean£38.D. ,other valugs are expressed as No. of animals
Significant difference from control group; **: P=0.01
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