T Y T AT RO R U P VTT TY
i Loen B

o e e

4-700-0- 7V —=VOT5 v b 2HWA8HBKERORS SR E

Twenty-eight-day Repeat Dose Oral Toxicity Test of
4-Chloro-o-cresol in Rats
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Fig. 1 Body weight changes in rats treated orally with 4-chloro-o-cresol in the 28-day repeat dose toxicity test

Significantly different from control group {*: p<0.05;**:p<0.01)
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Table 1  Hematological examination in male rats after the oral administration of 4-chloro-o-cresol for 28 days and a
recovery period for 14 days

Adter administration period After recovery period
Dose level {mg/kg) 0 15 60 250 1000 0 . 1000
No. of animals 5 5 5 5 5 5 4
Erythrocyte (100/mm®) 740 + 38 758 + 34 713 £ 26 779 + 35 790 = 38 812 £ 53 763 + 22
Hemoglobin {g/dl) 155 + 05 154 %= 1.1 153 £ 03 16.7 4= 04 16.3 *+ 05 156 £+ 0.6 147 = 04
Hematocrit {%) 439 + 15 442 1 24 440 + 0.8 451 * 1.2 456 % 14 452 £ 16 43.1 £ 0.8
MCV {f) 60 £ 2 59 £ 1 57 = 2 58 + 2 B Et1 56 £+ 2 57 =1
MCH (pg) 21.0 £ 05 203 £+ 0.7 198 £ 0.7 203 + 1.1 20.7 = 0.8 19.2 + 0.7 193 = 06
MCHC (%) 354 = 0.2 34.8 = 0.8 348 £ 05 348 = 08 358 = 0.9 344 + 04 34.2 + 06
Reticulocyte (%) 20+9 31 =8 2T+ 6 21 %3 328 26 = 8 W07
PT (sec) 128 = 0.2 129 £ 03 127 + 0.3 130 = 0.3 13.1 £ 0.5 132 £ 06 13.1 = 04
APTT (sec) 168 + 0.8 163 £ 04 168 = 0.7 171 £ 05 173 £ 1.0 169 + 1.2 173 £ 07
Leukocyte (102/mm?) 70 + 16 80 + 23 82 + 37 77 £ 21 90 + 14 74 + 20 Tl £ 27
Differential count {%)
Basophil 0+0 0+0 0+0 00 =] 0x0 0£0
Eosinophil 2x1 0x1 0+1 0%1 gx1 0x1 041
Neutrophil band 00 g0 1x1 0x0 00 0x0 00
segmented 15+5 20 = 13 16 = 8§ 134 1256 176 13+5
Lymphocyte 82 x7 7% = 12 819 26 * 4 % L5 82 *6 86 =5
Monocyte 1+2 1x1 2x2 0=x1 141 11 1+1
Platelet (10%/mm?) 160 + 12 159 + 17 152 + 17 140 =+ 18 147 %12 141 = 13 140 & 14

Values are expressed as Mean = S.D.

TableZ2  Hematological examination in female rats after the oral administration of 4-chloro-o-cresol for 28 days and
a recovery period for 14 days

After administration period After recovery period
Dose level (mg/kg) 0 15 60 250 1000 o 1000
No. of animals 5 5 5 5 ’ 4 5 3
Erythrocyte (10/mm®) 771 £ 25 767 += 26 756 + 38 763 £ 37 783 + 31 793 + 28 762 + 66
Hemoglobin {(g/d!) 15.7 £ 0.6 157 = 0.6 153 = 05 152 + 06 155 * 0.1 154 = 0.3 150 = 1.0
Hematoerit (%) 434 £ 18 438 = 186 430 £ 14 4277 + 14 435 + 05 441 £+ 0.8 426 £ 28
MCV (1) 56 + 1 57 £ 1 57 &2 56 + 1 56 + 2 56 = 1 56 & 1
MCH (pg} 204 £ 04 205 + 04 203 = 08 200 = 04 19.8 = 06 194 = 04 19.7 & 0.6
MCHC (%) 36.2 = 0.7 359 + 04 356 + 02 357 = 06 3B7+01 349 = 0.2 352 + 0.2
Reticulocyte (%) 20 =6 20+ 7 215 235 22 & 11 25 +6 26 =2
PT (sec) 132 £ 04 13.0 £ 0.1 13.2 £ 02 133 = 0.1 132 £ 04 13.2 + 0.2 13.2 = 04
APTT (sec\) 169 £ 1.7 160 = 09 17.1 = 04 164 = 0.8 17.7 £ 04 15.7 &= 0.3 16.7 = 1.0
Leukocyte {10%/mm?) 42 + 14 45 £ 13 38 +7 43 *+ |5 37+ 8 49 + 8 47+ 9
Differential count (%)
Basophil 0x0 0+ 0x0 09 0+0 0£0 0x0
Eosinophil 2x1 2x2 2%1 143 0=x0 1+2 2+3
Neutrophil band 00 . 00 00 00 0x0 0£0 00
segmented 14 =6 156 + 7 12 £ 3 16 + 4 14 £ 11 10 £ 2 10+ 3
Lymphocyte 82 =5 82 8 8 = 4 83 £ 4 86 = 11 g7+ 3 a6
Monocyte it 10 1+1 P11 1 +£1 2+ 1 1+1
Platelet (10Y/mm?®} 135 + 17 126 + & 152 4+ 15 138 = 11 145 £ 6 138 = 8 134 + 2§

Values are expressed as Mean + S.D.
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Table3  Blood chemical examination in male rats after the oral administration of 4-chloro-o-cresol for 28 days and a
recovery period for 14 days

After administration period After recovery period
Dose level (mg/kg) 0 15 60 250 1000 0 1000
No. of anirnals 5 5 5 5 5 5 4
LDH {IU/1) 205 = 105 278 * 112 386 + 287 268 + 24 258 * 57 284 + 117 218 + 15
GOT (IU/1) 6l &+ 7 61 = 10 59 6 Gd+5 - 629 6l £ 9 6l + 2
GPT (IU/1} 29 +£3 2+ 7 31+ 2 B b 4] x 6% 30+ 2 30 £ 4
ALP (TU/) 431 £ 103 406 = 86 558 + 185 451 + 117 552 £ 91 354 £ 18 325 + 49
y-GTP (1U/2) 026 £019 039034 019 %008 036+025 038 *025 058 £ 022 034 + 037
ChE (1U/1) 54 + 28 32+8 33 £ 15 36 =18 40 + 18 24+ 9 ‘1N
T.protein (g/dl} 601 £ 018 598 %029 605+ 024 603 %013 598+ 023 629 £ 012 613 £ 016
Albumin {(g/di) 305011 287 +£035 29 £ 010 3.03 £014 303 £ 020 298 & 025 299 + 0.16
A/G ratio 1.03 £ 007 094 £ 020 095+ 007 1.02+013 104 =012 091 £ 012 09 % 006
T.cholesterol (mg/dl) . 92 + 14 82 + 16 83 £ 11 90 + 24 90 + 20 9 + 19 89 & 10
Triglyceride (mg/dl) 94 4 19 56 £ 8 103 £ 39 125 + 54 85 + 57 060 £ 35 73 £ 33
Glucose {mg/d!} 142 = 15 160 = 26 141 £ 11 130 £ 7 144 % 13 162 + 26 145 + 4
T.bilirubin (mg/dt) 033 £002 030£003 035002 038 £ 001* 041 & 0.04* 029 £ 002 030 £ 0.04
Urea nitrogen {mg/df} 1486 £ 17 143 £ 13 138 £ 20 133 = 17 154 + 14 168 + 36 165 & 0.1
Creatinine {mg/d?} 054 =002 052 £007 050 £002 049+ 003 052 % 003 054 =+ 004 053 & 0.04
Ca (mg/dt) 10.0 £ 0.1 99 + 04 100 = 0.3 10.1 = (0.3 104 = 03 101 £ 0.2 102 £ 01
I. phosphorus (mg/di) 85 + 03 88 £ 05 39 £ 03 84 = 1.0 89 *+ 0.3 7.5 £ 06 7.7 £ 02
Na (mEq/1) 140 £ 1 141 £ 1 141 + 1 140 £ 1 141 £ 1 14 =1 140 + 1
K (mEq/L} 459 =018 480 £ 037 472 £ 009 468 £ 011 448 = (.39 4.74 + 027 479 £ 0.32
Cl {mEq/t) 104 + 3 104 £ 1 105 £ 1 105 £ 2 103 + 1 1_05 +1 104 1

Vales are expressed as Mean & S.D.
Significantly different from control group (*:p<0.05 ;**:p<0.01)

Table4 Blood chemical examination in female rats after the oral administration of 4-chloro-o-cresol for 28 days and
a recovery period for 14 days

After administration period After recovery period
Dose level (mg/kg) 0 1% 60 250 1000 0 1000
No. of animals 5 b} 5 5 4 5 3
LDH (TU/1) 50l &+ 267 343+ 197 399 £ 210 33299 . 274 + 98 279 + 132 198 + 42
GOT (TU/t) 63+ 6 639 62 L 8 68 + 10 61 £ 6 57 £ 5 58 + 5
GPT (1U/1) 22 +4 25+ 6 27 £ 3 2656 28 + 3 24+ 2 25 £ 3
ALP (IU/D) 269 + 44 270 = 78 366 £ S0 339 1+ 52 333 + 67 182 + 38 202 + 45
y-GTP ([U/D 054 £ 037 040 £ 015 044 £ 038 042 =020 033 &£ 018 043 £ 031 025 £ 0.22
ChE (1U/1} 263 + 34 230 + 69 267 £ 51 219 + 33 131 £ 42* 337 + 149 325 + 85
T.protein {g/dt) 645 + 014 645 £ 015 637 £ 027 623 022 620 £ (.14 6,77 £ 024 6.69 & 0.07
Albumin (g/d?) 332 £012 326 £ 017 320 £ 030 210 010 314 £ 022 349 £ 029 340 = 0.09
ASG ratio 106 £ 007 103 £ 013 102 £012 099 £006 102 £ 013 LO7 £ 011 1.03 £ 006
T.cholesterol {mg/dl) 85 = 28 108 = 14 93 £ 19 91 £ 28 103 + 14 101 = 11 102 £ 7
Triglyceride (mg/dt) 275 55 + 16 42 + 24 38+ 16 39+ 19 45 = 14 61 £ 19
Glucose (mg/dl) 128 £+ 12 139 £ 29 124 £ 12 130 £ 12 129 = 7 143 £+ 12 134+ 6
T.hilirubin {mg/d} 025 + 002 022 +£003 024 £003 021 £002 026 = 002 025 £ 001 024 £ 001
Urea nitrogen {mg/dl) 187 £ 20 165 + 2.0 187 £ 29 156 £ 2.2 182 + 2.3 195 &+ 06 213 £ 35
Creatinine (mg/di) 059 4+ 007 050 £ 004 053007 051 £004 050007 061 £ 003 063 = 0.05
Ca (mg/di) 100 = 04 10.1 £ 0.1 99 £ 0.2 96 £ 02 10,0 = 0.3 10.1 = (.3 102 £ 0.1
1. phosphorus {mg/d!) 6.7 = 09 6.7 £ 04 63 + 0.6 64 + 10 70 + 14 60 = 06 6.0 £ 0.2
Na (mEq/l) 142 + 1 142 £ 1 141 £ 1 141 £ 1 140 + 2 142 £1 142 £ 0
K (mEq/l) 432 + 018 441 + 018 451 £ 021 439 £ 020 430 £ 015 473 + 024 456 = (.22
Cl {mEq/I) 07 £ 1 106 £ 2 06 1 106 + 1 104 £ 2 105 + 2 105 =1

Vales are expressed as Mean + S.D.
Significantly different from control group (*: p<0.05)
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Table 5
days and a recovery period for 14 days

Absolute and relative organ weights in male rats after the oral administration of 4-chloro-o-crescl for 28

After administration period

After recovery period

Dose level (mg/kg) ] 15 60 250 1000 0 1000

No. of animals 5 5 5 5 5 5 4

Body weight {g) 339 + 13 321 £ 30 319 £ 15 300 £ 11¥* 274 & 13% 366 + 11 348 £ 28

Absolute weight
Brain {g) 196 = 0.05 19F £ 010 196 £008 194 0068 191 = 0.05 189 + 0.06 190 * 0.06
Liver (g) 1024 &+ 066 1067 £ 1.70 1036 £ 080 972 % 0.84 932 = 100 1055 £ 073 10,16 £ 085
Kidneys {g) 239 + 016 254 + 035 244 4+ 012 229 £ 023 217 £ Q.17 255 = 016 258 + 023
Spleen (g) 062 = 0.04 064 =009 059 = 012 062 =015 053 + 0.05 0.66 = 008 064 = 007
Heart (g) 110 £ 006 117 £014 1154010 103 £006 093 & 0.10* 119 £ 011 124 £ 0.17
Thymus (g) 063 £009 054 =004 058009 051 £009 057 £ 0.09 045 + 016 047 + 0.03
Adrenals {mg) 468 £ 58 548 £39 501 £47 459 %62 519 4 653 538 &£ 55 556 £ 78
Testes (g} 291 £ 026 297 £036 3.02F£006 298015 288 + 005 326 £ 020 319 +.0.20

Relative weight ]
Brain (g%) 058 £ 004 060+ 004 0.62 £ 001 065 % 0.02* 0.70 = 0.02% 055 = 003 055 = 003
Liver (g%} 302 £02 330+02 325+ 020 324 =020 340+ 028 288 + 016 292 + 0.06
Kidneys (g%) ) 070 £ 003 079 + 008 076 £005 076 £9006 079 = 0.05 0,70 #= 0.03 075 & 0.05
Spleen {g%) 018 £ 002 020 £003 018+ 003 021 £004 0.19 2= 001 0.18 4 002 018 = 001
Heart {g%) 032 =003 037 2002 036+ 002 034+ 0.03 034 £+ 0.04 033 £ 003 036 = 002
Thymus (g%) 018 = 0.03 (17 £0.02 018 003 017 £ 002 020 + 003 012 £ 005 014 = 0.01
Adrenals {mg%) 1377 £ 1.31 17.11 + 1.13* 1577 + 218 1529 + 192 1899 + 2.26"  14.71 + 147 16.13 + 281
Testes (g%) 085 £ 0.07 093 £ 011 085 £ 603 089 + 005 105 £ 0.04** 0.8% + 006 093 £ 013

Values are expressed as Mean + S.D,

Significantly different from control group (*: p<0.05, **:p<0.01)

Table6  Absolute and relative organ weights in female rats after the oral administration of 4-chloro-o-cresol for 28
days and a recovery pericd for 14 days
After administration period After recovery period

Dose level (mg/kg) 0 15 60 250 1000 0 600

No, of animals 5 5 5 5 4 5 3

Body weight (g) 206 3 15 205 + 12 200 + 14 202 + 10 191 & 15 224 + 10 217 = 6

Absolute weight
Brain {g) 187 £ 011 180 + 005 1.80 £ 007 151 = 008 1.78 + 0.05 134 £ 003 1.78 £ 0.04*
Liver (g) 642 090 636 £ 068 620+ 058 645+ 044 675 &+ 0.79 6.25 =+ 051 640 = 0.30
Kidneys (g) 154 £ 013 162 = 005 161 007 168 + 013 163 + 0.11 167 £ 009 163 £ 0.15
Spleen (g) 045 = 008 044 =002 044 =005 043 £ 0.05 042 + 0.05 047 = 004 (044 £ 0.04
Heart (g) 074 £ 008 078004 080 2007 076 =003 070 £ 004 032 =005 077 £ 005
Thymus {(g) 048 £ 010 045 £ 0.04 046 = 0.04 047 = 009 037 == 0.4 042 + 007 038 £ 0.01
Adrenals (mg) 58.2 = 54 598 £ 7.8 60.5 & 8.9 652 = 104 52.0 =+ 4.9 624 * 9.0 56.0 = 2.6
QOvaries {mg} 925 £ 195 835 £ 116 826 £ 223 838+ 75 756 £ 6.9 823 £ 115 819 £ 114

Relative weight
Brain {g%) 09 £ 003 088 %007 08 £005 09 005 094 + 0.09 082 = 004 0.82 =001
Liver {g%) 310 £ 027 310021 301 £0)8 318 £011 355+ 0.19* 278 + 014 295 £+ 012
Kidneys (g%) 0.75 + 002 079 £ 004 077 =004 083 £ 0.04* 0.86 + 0.03 074 £ 003 075 £ 0.05
Spleen (g%) 022 £003 ¢22x£002 021 2002 021 +002 022+ 002 0.21 £ 002 020 £ 0.02
Heart (g%) 036 =002 037 £003 038 003 038+ 002 037 & 002 037 = 003 035 = Q.02
Thymus (g%) 023 £005 022001 022:£001 023+004 0.1¢ + 003 019 £ 0.03  0.17 = 001
Adrenals (mg%) 28.16 &£ 386 2030 + 4.24 2897 £ 373 32.09 = 354 27.26 + 0.95 27.77 £ 3.07 2588 = 1.53
Cvaries (mg%) 445 + 7.1 409 £ 6,2 39.1 = 99 414 £ 25 389 + 5.1 36.7 £ 48 379 £ 6.1

Values are expressed as Mean £ S.D.

Significantly different from control group {*:p<0.05, **:p<0.01)
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mlz. i, BIEE, 1000 mg/ke ECHEHNERENS
FhiENED LN, 15 me/kgBEllBVWT L EE R
Bl oM EERBMSEDL b iz, BTBET, 60
B L0250 meg/kgHCTHRAEZBLEEED ONT, fIE
EFEN TPz, —F, BiZBwTE, fEICEER
LTS S0 A%, HEREEEDEE 28
91000 me/ke B, FREMEZOFELRMNA2508
2 71000 mg/kg FEIZERS Bz, 1000 me/kg o EIFERE
WBWTE, IHL0ZR RO TEE L T,

BAEDZR{e L 330, 1000 mg/kg O BEROMORE

HEEIWEBOTHMELE gicif L 178 g & b T his
FEY, FEEHFERD LMD, JIETHE b EEE
DING Y EDPEOTNED oD T, FOEZYIY
DbhThieboTHho i,

0. FRIBEHSAFRE (Table 7, 8)

WEEORS ICERT A E# L 5N DT, §,
Bale, FFES X UREICRO b, SRR TRE
BEBICBWT, BTH, #BOBECRE LEOAT
Bhs, 250 me/kgHEDBEL LB X P 1000 me/kg BE O REHE
EFNIEH LN, BT, REOBREA, 2508
L1000 me/kg BHOMBEOEEL WL E&FIES
Sk, BLEoEMEIZMAL T, 1000 mg/kedET, g
MG OB & Bl oA, BB RS0

BERZEfAbAHE, W b HEHOB TR LI,

1000 mg/kg BEOH 5 MM BT L 2 HELOLSS & OHESTT
CBGTH, SIS T BRI TR bt
DI, HOBOIRC RO LT, ok
FIOF B IR LR OZEES L LIRS HO 5
hix $7e, WHEE b & SHBECEREOEIRD
R I FAR

EESAME T REARII BV TIE, R b TE S
FUBBOELRRD 525, HTHMKT BRE)
WICHASTERLTSY, §AROBES L UROIFE
LHEFEED ohl o,

LEOFRRDIERNICS, RELLEHEICRENED
B, WIS HRNS 5V BRALED kB
1T, BRREREL F2ONBHATH L.

: HE

rouny L= OBRIconwT, 4-790-m-7 b
V—izowTit, Ty b ERAWL2BAMOKERZD
BE5EMHRBOESIHRE SN TEY, 400 mg/kg TH
HEOFE RIS S b8, —BRIE, Mg
eAr, MPELFHREL L UCREERETCIETEED
Hd, NOELE 200 mg/kg S HEEEh T2,

LEHEBL, 4-200-0-7 LV~ D F v bER
W2 QMoK EROKSHEHARTIE, HWLE, &
BB XU ORI, TR, B, RIE L g

BIRL.

HAEE T 28EE LT, MERCIRELED
EHEEDS, 250 meg/kgBHEO B L UF1000 me/kg BEOME
HZERS bz, BSEIE B OECEIIB T,
REEDEELLUREZZRDLEAVH /2. /1,
BOURA1000 mg/keBEOMMEIZED L, FETE
TIE B L UIEF T A TERL T,

o-7 LV —VIZHEERESH DY, 4-r00-0-7 L
=PV TH, I LSRR T AT,
E51L, 4700 0- 7 LY VEREFNELTHVS
NTWAHWET, ThROBOHRS LV BAMEREICE
L¥EEL, BBt rofiEesidiZodotitaEr
bis., Lo T, HEEICHT 5 28E, ZCFRE
B E O BERIEMSS L UCREEASES LTREALL
b &ELbNA,

ruoy LY AOREICOWT, KBSV O
YEBLUBBMaS s h, RPHEEsnb ZLA5, 4-7
O0-m-7 LY — VIl BWTREESLThAD,

BERCHEIE LS & LR @I RA250 15 & TUF1000 mg/kg
HEoMECED LN, CoELIHEHESRECTH 2K
EECRESNZRTOEICRBD O, BE OB
BRSER T A RO RISENELBEL SRS,

2, BRICBWTE, EAERDEIA250E LT
1000 mg/kg B OMEICRESD b Ad, WA
ZEERIEITHoNT, EELLCL, BERLOLELDS
na. . ‘
FEg a2 828 i onw T, IFHIROIEAS X UIF
BRI EROEMNA 1000 mg/kgBEOMIZFEH LN/,
HOMBGPTHE LB LY o, ooy >
LATZ7-EDWS b, FEEOET2TRRT L EE
Hrbhb.

-2 -p-7 L —id, NADKFEO R KERESE Y
WRTaZ Ly, Sy I P2y FYTOERER
EREEETZY. IREHRELT Y MBI AEEN
BREEREABFNTILOBEET &2 7- Hattula b
OFETIE, 1200 meg/kg D ERIEOFRSCL Y, T
feic g BSOS T wnh, ERR Tl
DIET B ORI IZFRO N EARFIEIE L, WEBRE D
HEIERTA O LHITERA.

BIRF T, 1000 meg/keB o METHMERABNL,
FEAESFNCEEEMBEOBEE L 2RrEE LR
72, ZERALEERAHO ) RS FOEIMCE AL 0T, ¥
ERM B OERENHEEIC LS A P LR F LA TR
REbLERESI D,

TRFRERER T, 1000 me/ke BEOHEME I — Bk DTk
MBS, BREEMET, RAWE, BEALY, R
LEIIhnA T, sl UEhicl s LEbhAESR
HOBRTEEHIERNERE LTRSS L2,
I DIERORERFH ITED OFS AL~ 3FMEE
{, HEOFBEIC N TERNISERL SR T 2 Hmid
EHLhidh ol FEIZ, 1000 mg/kgfEn gc8n
MElAES b, FBEOMBESIOKFEELS L U3
EAFE L. 158 X TUF60 me/ke BT, EBEB S
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Table 7 Incidence of histopathological findings in male rats after the oral administration of 4-chloro-o-cresol for 28
days and a recovery period for 14 days

After administration period After recovery period
QOrgan . Findings Dose level {mg/kg) 0 15 60 250 1000 . 0 1000
Fate KT KT KT KT KTFED) T KR KR

No. of animals 5 5 5 5 5(D# 6 5 4

Heart : Myocardial degeneration/{ibrosis + 1 - - - o 0 ~ -

Lung: Arterial wall ‘mineraliztion + 2 - - - 3(0) 3 - -

Foamy cell accumulation + 1 - - - o )] - -

Liver:Single cell necrosis + 0 - - - 0(1) 1 - -

Forestomach : Squamous hyperplasia -+ 0 0 0 1 1{1) 2 0 3

++ Q 0 0 0 3{0) 3 0 0

+++ 0 0 G 0 10) 1 0 0

Kidney: Basophilic tubules + 3 - - - 3(0) 3 - -

++ -0 - - - 1(0} 1 - -

Hyaline cast + 2 - - - c(0} 0 - -
Cellular infiltration + 1 - - - 00} 0

Urinary bladder Epithelial hyperplasia + 0 0 0 4 31 4 0 3

4+ 4 Q 0 g 2{0) 2 0 0

Adrenal:Cortical celi vacuolization + 0 0 0 0 2(0) 2 0 0

Thymus: Atrophy . + 0 - - - o 1 - -

Spleen; Atrophy + 0 - - - 0(1) 1 - -
Seminal vesicle: Atrophy ++ 0 - - - 0(1) 1

Prostate: Atrophy 4 0 - - - 0(1) 1 - -

KT:Killed by design after the administration period; ¥D:Found dead; T Total; KR :Killed by design after a recovery period
+:Slight;++:Moderate; +++4:Marked ;- : Not examined

1 Animal supposed to be killed after a recovery periad )

No abnovrmalities detected in the pancreas, glandular stomach, testis, pituitary, thyroid, parathyroid, bone marrow, brain and eye hall from
animals of control and 1000 mg/kg groups.

Table® Incidence of histopathological findings in female rats after the oral administration of 4-chloro-o- cresol for
28- days and a recovery period for 14 days

After administration period After recovery period
Organ : Finding Dose level (mg/kg) 0 15 60 250 1000 0 1000
Fate KT KT KT KT KT(FD) T KR KR
No. of anisnais 5 5 5 5  4(3)1# 7 5 3
Heart :Myocardiai degeneration/fibrosis + 1 - - - 0(0) 0 - -
Lung:Arterial wall mineraliztion + 3 - - - G 1 - -

' Foamy cell accumulation + 0 - - - )] 1 - -
Liver: Hepatocellular hypertrophy + 0 0 0 0 2(1) 3 0 0
Forestomach :Epithelial degenaration + 0 0 0 0 0(3) 3 0 0

Squamous hyperplasia + 0 0 0 0 1( 1 0 1

+ 0 0 0 0 3{(0) 3 0 0

Ulcer ++ 0 0 ] 0 ol 1 0 0

Kidney: Basophilic tubules + 3 - - - 102} 3 - -

Distal tubutar dilatation + 0 - - 140 1 - -
Hyaline cast + 0 - - - 1{0) 1 -

Urinary bladder : Epithelial hyperplasia + 0 0 0 3 2(3) 5 o 2

++ 0 0 0 0 10 1 o 0

Thymus: Atrophy ' + 0 - - - 0(1) 1 - -

Spleen:Atrophy + 0 - - - 0(1) 1 - -

KT:Killed by design after the administration period ; F): Found dead ; T': Total; KR : Killed by design after a recovery period
+:8light; ++:Moderate; +++:Marked; - Not examined

#:One animal supposed to be killed after the administration period and two after a recovery period were found dead during the
administration period

Ne abnormalities detected in the pancreas, glandular stomach, ovary, adrenal, pituitary, thyroid, parathyroid, bone marrow, brain and eye
bail from animals of control and 1000 mg/kg groups.
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4-700-0-7 L — N

FiEr@l T, #HRPEoRscEETsEEZ LN
Y (AR EE Y2 (Rr 3 R A

D ED@EBRmERSHETH 2 3RS ARETRE
BEHYOBERS LUTRETHD SN-E{LIE, 1000
meg/kgDEEHICBVW TR IR L OED D ik EE
EECH D, THEHLRELTHLD I e PRI,
LB, BEHERTHROBRE T, REFESHERI
BT h 2722508 5121000 me/kg BEOHELZ,
LROM EEEALHB L BEORY EEENAEE
BHEND, TRLOBREIIREARSENLETIIE
HENT, BREECE) B HETS .
LEOHER»PL, 4-7000-7 L/ — R, Zv |
~DRIEFEOFSIZI D, EoagEEL LT, #5E
ETHAHLERCE, HFREETHHER, BILUH
oAb bh, BRI VBT LEELEE
Do, EREEIL, 60mg/ke/day EHEE SN,
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Reverse Mutation Test of 4-Chloro-o-cresol on Bacteria

OECDELFE LM E TSR b 2 BHFHEEHE
DH—BLLT, 4-7a-p- ¥ L/~ V22T Salmonella
typhimurium TA100, TA1535, TAS8, TA1537 BLU

.Escherichia coli WP2 uvrA = v A EIR AT ARG
Tl rFan—Ys yECLVERLE.

FHABRIC BT LZMEROEES L LI, REBETH
59 mixFFEFE T DOWP2 uvrAlZ 2T 1250~ 39.1 pg/
Tl— b, TOMOBERRIZOWVTIHE25~19.5 pe/ 7 1o
—FOENFNAL 2 D6REEREL, S mixIFT
EoWTHWELOBE%D 1250~ 391 pg/ 7 L — b2y
L2 TolREERELA.

FEHBRE2AFER LR, BEYEOEREIISY
THRESN-EEER 2%, WTFhoEkIcE
VT hEEBEO2EMLERES 2204 T4,
B SY mixIERF T TIE625 ug/ 7L — FRLET, 59
mix FHE T TIETALS3S, WP2 uvrA 11250 pg/ 7L — b
T, ZOMDEHRITE25 g/ 7L — PUETHED LI,
B-T, 4-700-9 -7 LV—VOERREMEE, Btk
Tl DA

Hik
(s FREEHE)

F) TN TFHREDB. N Ames#3% £ ) 19834%E5H
27 Bz A U7z Salmonella typhimurium TA98, TA100,
TA1535, TA1637 B X U KFERFHIERT L EHIE
& N 1985410 A 14 B i AF L 7z Escherichia coli WP2
uwrADSHEHE T HW:, SEAERIGBREHET-80T
BT s L.

FBRICBLT, SEEEERT L, f0o0uwt =
— MY x> bh70OR(Oxoid Nutrient Broth No.2,
Unipathft), 25 g% 1 {ORSERIZERR L TR L 7ziik
B0 mLICHEME L, 37 CTREIREEREL .
BEETROHBBEAHIEE ¢ lie Lk, R
Bl

(e E)

4-#D00-0-7 L/~ )L (CAS No. : 1570-64-5, T v
FES L FBYOL, #UE : 93.9% ; BE{VRL T 86) 34
214258, ME40°C, #Hm220~225°C o HBiEER
THEOHRHIFWEH CEIEETH S, o, Ko b
KOV TRIRASIMFRETH S 2 L A LL,

202

4-r 0 0-o- 2 L — LT AFLANEF L F
(DMSO, o v +&%S : 603E2089, FHRF : 99.7%, HME
b2 AV CREEE (50 mg/mi) OBHEHEL
7otk, AMEETLE2THRRLL-bDEHWL, T,
P L T E (93.9%) KM L7z, B, &
ROl HECHARE LRSS L UREEREEOBRICO
WTIRESHEERL, WM bITERED100£5%
PRTHhs L EMEEL:.

(Ratdout FEgh &)
B RYEE LTTROL O,
AF-2 2-(2-79A)-3-(5-=bT-2-TYN)T 7Y
VTN (RIEE © 98.0%, FIYGHISE T 26)
NaN; @ 7P bF b v o (FERE | 96.5%, Fitits
T#60)
ENNG : N=FI-N-=rO-N-= pnay 7= »
(S : 99.0%, Sigma Chemical Co.)
OAA 19-TIT XY Ty (HE D 99%, Sigma
Chemical Co.)
AN 2T IJT YT Rr(ME  95.0%, #k
HZE T 360)
NaN, @ EHAK(BAREREETE) 10, Tofik
DMSOWICER L 0EERL-.

(k35 £ U' SO mix DHIRE)
1) by TTFH-—

T3 JEKERE LT, BEKERWTD-EFF >,
LLEAFUUBIUL- MY T T 7 D05 mMBAK
BiEZRAEL, Chi58EK%, SRERELL.
FEEACI00 mlbo#t LT, #HAFEFEFK (Bacto-Agar ; Difco
) 06 g HBiLF FY T LQS gnEETINLE, F—b 7
L= 7T LRSI B S E %, LR T 3 K
R 1/108MA TR L, 46 CIm L.

2) 80 FIa— A EFFEiRER

AT+ 7T AM-NES (B ERAM) 2BAL, #
ML od, SHlid-00ERETROEBYT
Hb,

Wil 2 o7 A ARIE 02g
7 L ER—KIE 2g
) CEKECZ A ) v A EKIE 10g
D VE—T Y ESY 4 192g
REE{L T R Y7L 066¢g
TR RE 20g
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