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Single Dose Oral Toxicity Test of 3-Aminophenol in Rats
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Table 1 Mortality and LDy, values of rats in single dose oral toxicity test of 3-aminophenol

Dose No. of + Distribution of dead animals ) LDy (mg/ke)
Sex . Mortality" . .
(mg/kg)  animals 0 1 ) 3 Ry (95 % confidence limit)
Male 0 5 0 0 ] 0 o] 0/5
500 b 0 i] 4] 0 0 0/5 693
700 5 0 0 2 1 0 3/5 (=)
1000 5 0 4 0 1 0 5/5
1400 5 0 5 0 0 0 5/5
Female .0 5 0 0 0 0 0 0/5
500 5 0 0 0 0 0 0/5 856
700 5 0 1 0 0 0 i/5 (667-1139)
1000 5 1] 4 0 0 0 4/5
1400 5 0 5] v} 0 0 5/5
a)Days after administration.

b} Mumber of dead animals/number of animals dosed.
€85 % confidence limit was not caleulable,
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L EZ oh, FHEREHBRENICE S o MAFED LR,
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DIFRE S BEMIZ L 2BMREL R LA, H20
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flizd 6 ERHREOIREIIOWTIE, AHEREOLR
bl Ta#iEE vt hrs, BERBICERESIC
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iz,

kB, BERSHTEEICHEL TR LIRS EH
ERETIE, FiEs L UCEROKEaITEHESIN
ARBTHRSRUOICHELTHRLAER, B
OEIZED bhlhoiz, REBICBW TR L
FRIED ONAAEVTY VIEOBEAER, RO
HENBETHLEEI LRI EDE, EBREORR
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I DHREASEIT T A ETRBLADDEER LR,

DDz Eds, 3-73/ 72/ —VOF v boBi}
5HBpIROHRS T, AtodHEERE U TR, Fik,
BER, #AHLVIIER, FR FAOFERELREL
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., FCUH, EFEGIHFRICE ) oMz 2EEOE X
HEVIBREEEOEE, BRAZOHBEEEHR LN,
B, AREEG T CTOLD,EIIHT693 ma/ke, #T
856 mg/kg Tadh - 7=,
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Twenty-eight-day Repeat Dose Oral Toxicity Test of 3-Aminophenol in Rats
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W28 BMIEEROHS LCT0HERE, $-0B8L 0
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BIRE TG\ R O BRI CH BB Al 2 R L 72,
FHAGEFRECI, 240 mg/kgBHO S X U720
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mg/kgBEOMEIZFRD 7 v A—FHROBBEZOI
EBIURRBOBREMEOEX LB b, b
BEE TR I NS GRLEORAAKDOE S 5 v
EREOERI A GRE. 720 meg/kgBEDOEICEREON
EREE L RE OS5 8 & UM o B iaiEIe b 328
LA, WFRSTHEOELTH o 7.
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J — N OIEEEE (NOEL) Il & & 80 mg/kg/day &
HeEZ LA '
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146~166 g, MEAT126~146 g Th - 7. By, BE
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3) FRESLUHOKEHIE

HRES4AER IEEZECEAEAH - YIS L
TIHEET CRREITY, ARCERPOKE(ER)
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EFRicovwiRhe(FER), WEEIENE, 7y %3
EL. :
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FIVEREY T CRESEAENIR & 0 #R1ln L, EDTA - 2K T4

LML RCHRIMERE, ~< b2 » ME, fih

Wi, GOEKOL, BSRIERE), ~ATravE

(Y72 AMNEYOE V), FHRMRER (GRILIK
H, ~v P2V MELVER), FHRORANE ST
Y (RIOBRE, ~TaCrasl YEH), kit

BRATYUV V(AT 2y ME ~NEXUE Y

BLYEH) (L, BEMBREHHEEF-820, ¥ XAy
7 ), @RIk (Brecheri®) B I UHOURE 1

(May-Griinwald-Giemsa ) 3l LA, F/4, 3.8 %
7 I_?/Eﬁ'}‘ P ATCHREAL -, 3000|E/A TS

EEAMBL TR AmERAWT, FobOrEy
BRI O VR TS R F V) B X OTEMRLSS b R
FIAFEE(LT Y CEE) (L, niEEESEHH
EEET ANCTKCI0A, Y A5 ) hfELE.

5) IM#EF{LEEE

MEAEARAR & RIBRIC, SOV TIEEEKEIR X &

ML, ~/SU B 7z{%, 3000 @45/ 5T 10 53 RIE
SHEL TSR E AV TGOT(IFCCHE), FLEEE
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KEEBEE (Wroblewski & LaDue) B L7 a— %
(~%VEF—¥HE) 2R L, ENEHTEE 3000 EE/
SGT0SHECTRELTENA DMEEZHWTGPT
(IFCCH), TN YHAT T ¥+ (Bessey-LowrylE),
vGTP(BH# Ly 7Ny 2 np-= bo7=y FEER),
BoVAFO—n{(8EER), PUFUEY FEESY
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‘Z v (JaffeiE), H w4 (OCPCHE), #igY >

(Fiske-SubbaRow ), BRER(EY Ly M) (K, B
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A(B\E, JNOLEEE, BEIEIERILEH480H, - =
¥F), ra—V(ERHEE 074 Py —
CL-6M, FiBE%), EAFEB I PA/GHELE, +
na—R7ET— MEBRKEE, £EBHERKIEE

" CTE-150, #¥%) #@ME L7,

6) EEHSLUREEENUE

WEISHAB X UERI4E OB IZEHIZOWT, &
SREBEL, T 7 IVERET THRILERLEIE S 25
LA, E7, Mh B, OB, TR S, Mk B0F
TEAE, BB, TR (EEMEED), HE, mELE
BLURENESEFHETAL LI, HUTEESHR
LROEECHLINGRUTESEEFERLA.

7) RIEHEEERE

SRz oWTR (KRB & U/, TEE iR
WiR, EfE, BT, M OB BEIKEik,
B, BB B LORE), W R, FTIEE =
W, miECSA A RED), B, &5 BB, WRE
RE, MREXEY), BR, B, VR, BEE
ElgEt), E, FEASE L), B FIR(E
& LORBERE, odk), EEER), @8 (B
tr), KBE (BEgt), HH6(FEE), B1&a5 (RERE),
PRl 235, TERY w585, BT, FFR, BT
B, dEMEE, BRERK, -5 —iR, HEBIUHERE
BEECES TS5 74 Y BEHE, BULTIAT Y
Ve T P REER, T, BED L UBEBOAL
U ERBER, FES L UGRO Y 2T VRIBER
B O TEEOPASREEREFR LU THREL .

5. EER

&, miﬁmgb;UﬁM$,ﬁﬁE,ﬁﬁﬁwm
BEOHE, OiREsE, Ois(tEnE, SEoHnE
5 L UCHHEROBKICOVT, Bartlett DREE
Lo THESBRRE2FENL, SOHM0BEE, —xTikES
HATECRITL, FEENALI7BE1E, Dunneft
DIREEC L )T L. ASFHROBEE, Kruskal-
Wallisi#ECTRTL, FEEHALNZEEIE, Mano-
Whitney @ U-HEE £ B W CIRHT L 7=,

RIEE B X CRREDOEMNEE OESIIDWTIE,
Kruskal-Wallis DB ETHENT L, REEFRONIE
413 Mann-Whitney O U-fRE ik & B v THET L7
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1. —fRReE

720 mg/ kg BEOREHE & & 1R, IBEEATELE S nioAs,
REH O EGREICRE LA, i, #THRED
BREOEEOHEISHZSEHRFC2HTED bR, &
1O OERIZEEHM P RS S ko i,

2. HE(Fig. 1)
720 mg/kgBOMEHE L S I2R5 27 ICEERDVED

S, EOHRDMNHRHAERE L TREO LR, O
GEIEEPRTICb A 0RLY, BRFERLEO R

400 r

300

Body weight (g)

200 F

7=.

3. FEE(Fig. 2)

240 mg/kg BEORECHS 2 CKRENS A LR, 720
mg/kg FEOREE S IR EHEP I EESRE S M
LaL, ShooBEEIEEMEEIEROL R
7z,

4. BRBRELLUTKE

80 me/kg MLEOIESHOME L HITEERORSL
SLfz. 720 me/keBEOMBICRE D X CRAROEE
F-EEEESED S, HIIIRLEEOETHED
L, LaL, chooBbiiEE2AORLE TR

Hoizroi,

—o— 0 mg/kyg
—— 80 mg/kg
" —a— 240 mg/kg
—8— 720mghkg -
100 1—.'.| T T T T T T T T T T T T Y T T T T Il‘l;f‘!f_l*].,!"‘»ul_ D
12 7 14 21 S0 28 1 7 B Y

A

Administration period

Recovery-period - -+

Fig.1 Body weight changes of rats treated orally with 3-aminogphenal in fwenty~eigh{'~day tepeat dose

toxicity test :

* Significantly different from 0 mg/kg group{(*p<0.05, *p<001) -
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3B

Food consumption {g)

Male

T
/M

—e— 0O mg/kg
—a— 80 mg/kg
—e— 240 mg/kg
—m— 720 mgrkg
5 T T T T T L ¥ ] T T T 1 T T T 7 T T T T T 1 T T 1 [ T T L] -l T ] T T T 1 1 i .l
12 7. 14 28 1 7 14

» & ~ b

4
i

Administration period
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Fig. 2 Food consumption of rats treated orally with 3-aminophenol in twenty eight-day repeat dose

- toxicity test

Slgmﬂcantly different from 0 mg/kg group (*p<0.05, **p<0. OI)
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Table 1 Hematological findings of male rats treated orally with 3-aminophenol in twenty-eight-day repeat dose

toxicity test
Administration pe;iod Recovery period

frem 0 mg/kg 80 mg/kg 240 mg/kg 720 mg/kg O mg/kg 720 mg/kg
Number of animals 7 7 7 7 7 7
RBC (10/4L) 787.0+60.3 76501454 795.1 4237 7754 =384 891.3+116 852.0 £ 15.9**
Hematocrit (%) 47901274 46.50 +.1.77 47.93 £ 1.61 4713+ 1.90 5041 +1.21 49.80+ 1.16
Hemoglobin (g/dL) 1594 +1.04 1546 +0.37 15.71 =048 1544 052 16.99 =0.37 16.41 # 0.38*
MCV (fL) 61.09+2.23 60.91 £ 3.07 60.31 £2.22 60.80 = 145 56.56 = 1.14 58.46 £ 0,97**
MCH {pg) 2030+ 1.04 20,23 +0.80 19.79+£0.76 19.93 1048 1907 £0.45 19.26 +0.29
MCHC (g/dL) 33.24 091 3326 +0.88 3277039 32,76 £0.39 3370045 32.99 +0.23**
WBC(10%/xL) 12114273 1281 +£304 158.1 =34.0° 1127 £30.7 1214 £214 1543 +37.1
Platelet (10%/.L) 124.50 £ 16.29 110.77 £ 10.27 119.60 £ 9.73 123,20 - 3.88 121.86 £ 10.15 111.16 £ 8.28
Reticulocyte (%) 376+5.1 20981 306167 © 389474 MA4E17 203+ 4.8%
PT(sec) 15.03 +0.96 1509 £3.72 " 15.77%2.06 14.17+£0.80 1511+1.18 1537+ 219
APTT (s_EC)_' 23.74 234 24894296 23.87 = 2.36 21714235 25.26 £2.08 24,39+ 3.26
Differential leukoéyte counts (%) '

Neutrophils

Stab form I.G_i 1.1 14+16 1.1£07 L1411 19+16 1111
Segmented 7047 73136 4.1+£20 59+ 34 7.6+72 60+23

Eosinophils 0.3£05 0.14+04 03+05 11+1.2 01+04 03+05

Basophils 0.0£00° 0.0+0.0 0.040.0 0.0+00 0.0+0.0 0000

Monocytes 0.7£05 07L£05 0.3+£05. 09+07 1l4+13 07108

Lymphocytes 904 £5.0 904 +41 94.1+21 910+3.1 89.0 8.1 919+ 2.7

Values are expressed as Mean®S.D.
Significantly different from 0 mg/kg group {*p<0.05, **p<0.01)

Table 2 Hematological findings of female rats treated orally with J-aminopheno! in twenty-eight-day repeat dose

toxicity test
Administration period Recovery period
Item - -
Omeg/kg 80 mg/ke 240 mg/kg 720 mg/kg O mp/kg 720 mg/kg
Number of animals 7 7 ? 7 7 7
RBC _(10'/yL) 76844 489 788.1 £ 515 754.7 £ 52.5 " 6914 +35.0* 8429380 858.1 +41.0
Hematocrit {%) 4589233 16.27 - 2.82 1323+ 3.65 1263+ 281 4641 +2.08 49.90 £ 2.97*
Hemoglobin (g/dL) 16.07 +0.83 1604078 15.41 %099 14.70 £ 0.91* 1599 £0.68 16.89 £ 0.97
MCV (fL) 59.79+1.52 58.71 % 117 57.26 =+ 1.50* 61.631+1.99 55.10 % 1.54 58,13 £ 1.43*%*
MCH (pg) 204 +0.52 20.39£0.58 2043059 21.26 £0.78 18.99+038 1967 £ Q.57
MCHC (g/dL) 35.03 0,53 34.69+0.78 3571091 - 3450+0.63 3446 £0.30 33.83+£035*.
WEBC (IO“/ﬁL) 81l3+329 93.7+£305 94.1 £ 25,6 7931218 A £305 806 % 15.5
Platelet (10'/L) 11321 +£11.08 111,09+ 942 11747 £9.30 119.14 £ 9.97 10851 £7.70 103.70 £ 10.54
Reticulocyte (%) 301+63 26050 211£74 533+ 19.6* 177439 179418
PT{sec) 1346075 13.24 £ 0.66 13.16 £ 0.62 1327 £ 100 13.17 £0.66- 1347 + 048
APTT(sec) 18.29:£143 19.21+193 19417 1973 £1.17 1789+ 1.i1 1847 =083
Differential leukocyte counts (%) ‘ : )
Neutrophils .

Stab form 17+14 07115 07108 20£12 0.7+05 1012

Segmented 106+6.5 47x21 66136 10927 . 56:+%24 -4.1+38
Eosinophils 06408 0000 0.9+04 07x11 1.0+0.8 14414
Basophils 0.0+00 0000 00£0.0 0000 0.0£0.0 00100
Monocytes 1.7+08 1.0£10 07108 0.7+08 0.6+038 0000
Lymphocytes 854 +52 93.6 £ 3.2%* 91.1 £39* 85.7+ 3.‘8 92.11+3.0 034+£49

Values are expressed as MeantS.D.
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Significantly different from 0 mg/kg group (*p<0.05, *¥p<0.01}
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HHBORFHI LRI 2 Lh b, FIRBHERLE >
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BRI WV LIZETE L TV b 2 kb b WD L.
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HEAGEEETE, ROtk BEs LURED
BREEB LURRKEOEEMOIRAXOM-IZ, 720
mg/kg 5B O ¥ CEEIIAREE LEOHTFEIL
ANRO LN, 240 mg/kg LT ORGHETHBASWE
BETHIOLREL TRANGOENIERD bR,
ZOELILEE T v F OBICEFEOE{LOCH LN, 4
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HECEELE b EL N, Zod b [EHE
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‘Fable 3 Blood chemical findings of male rats treated orally with 3-ami

nophenol in twenty-eight-day repeat dose -

toxicity test
Administration period Recovery period
Item -
O mg/kg 80 mg/kg 240 mg/kg 720 mg/kg 0mg/kg 720 mg/kg
Number of animals 7 7 7 7 7 7
Total protein(g/dL) 549 4-0.22 541 £0.25 5434016 564 4:0.13 564 =010 5.44 +£0.20*
ASG 1146 £0.090 1177 £0118 12000108 1,191 + 0,302 1.036 £ 0.056 1120 20.062*
Protein fraction (%) .
Albumin 5346 + 1.9 54.06 £2.27 54.54 £2.11 537121 5097 =144 52.91 - 1.37F
o-globulin 2270+ 1.35 123231+ 1.69 21.63+£1.43 21.134:1.40 24284261 22694165
w-globutin 8.97 £0.59 920+ 1.16 8.84 =0.77 9231062 8.19+0.79 8.53+0.88
f-gichulin 1321+ 1.82 1249+ 1.06 1340+ 1.15- 1371+ 1.59 14.50 +0.86 14204134
Telobulin 1.66 +1.06 1.03+0.52 159+ 0.58 - 1.56 % 0.59 2.06 £0.86 1.671:0.76
GOT(Iu/L} 64.91+:6.9 66.0 £ 5.2 669164 771169 689+ 76 6.9£82-
GPT(1U/L) 264444 233+31 271138 419 +10.2* 270£31 28.016.1
ALP{IU/L) 4084 +103.1 495.7 £ 118.7 491,1 £975 . A(9.1+858 H29 =417 3585.0+ 1059
LDH({IU/L) 3064 £72.1 280.0+£54.3 3014 £54.9 31174374 313.3£66.0 T 306.9x857
¥GTP (IU/L) 0.96 4 0.14 1094033 L16 0,17 124 £031 0,40+ 0.26 0.56 1 0.13
Total bilirubin (mg/dL) 0.046 £ 0.008 0.050 £ 0.014 . 0.047 £ 0.011- 0.101 £0.023**  0.059£0011° 0060 3= 0.008
Glucose (mg/dL) 1573+ 211 148.7 - 1.6 133.6 +204* 1539+ 1638 1533.9+116 156.1+19.2
Total cholesterol (mg/dL) 611378 58.1+6.8 60,0171 773+123* 594 +£91 56.9:56
. Trigtyceride (mg/dL) 491+ 18.2 50.6 +219 359125 26.1 &= 59* 410+ 152 504 =221
Urea nitrogen (mg/dL) 1577 £ 144 14,99 £ 1.38 1733+ 165 1547+ 1.74 16.70 £ 1.83 17.03 £ 1.69
Creatinine (mg/dL} 0.426 + 0.021 0410 = 0.022 0417 2 0.034 0.406 £ 0.033 0404 £0.021 - 0394 £ 0035
Sodium {mEg/L) 14264 + 144 143.07 = 1.81 143.36 = 1.2) 143.14 0.9 144.21 = 1.80 14379+ 195 -
Potassium (mEq/L) 4.773£0.139 4,880 % 0.185 41.800 =1(.282 4.674 +0.325 4.980 +0.320 3103+ 0.172
Chlorine{mEq/L} 1067+ 1.8 106.6 £ 1.9 1066+ 1.1 . 1067114 16716 1069+ 09
Calcium (mg/dL) T 829+0.33 9.29 +(.32 941 +0.28 9.30+0.22 970+ 021 960022
Inorganic phosphorows {mg/dL} - 850039 8,56 £0.48 2353 045 8.51 Q.67 840019 229033
Values are expressed as Mean®8.D.
Significantly different from 0 mg/kg group (*p<0.05, **p<0.01)
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Table 4 Blood chemical findings of female rats treated orally with 3-aminophenol in twenty-eight-day repeat dose
toxicity test
Administration period Recovery period
feem Omg/kg 80 mg/kg 240 mg/ke 720 mg/kg 0 mg/kg 720 mg/kg
Number of animals 7 7 7 7 7 7
Total protein (g/dL) 5.77+0.27 567X 0.21 560 £ 0.16 5.69 £ 0.16 587016 5.57 £0.19%*
A/G 1.360 + 0.056 1.399 + 0.087 1416 £0.042 1457 0,126 1.314 £ 6.083 1.319 = 0.104
Protein fraction (%)
Albtimin 57.70 £ 1.02 58.36 £ 147 58.69 £0.72 5830+ 2.24 57.36 £ 1.53 56.90 1+ 1.88
o,-globulin 1936 £ 1.50 1866 1 1.44 18.90+1.28 18.14 = 1.06 1949+ 1.44 19.60 = 1.19
aglobulin 8.07+£0.72 7.94 +£0.57 7114 7.59 +0.83 687 £0.44 716 £0.84
B-globulin - 12.614:0.88 13.19+£0.75 12.71 £ 059 12.77 £ 0.81 13.14 £ 0.61 13.60+0.97
7-globulin 226 +0.83 2.06 % 1.01 1.96+0.75 220059 314077 274+ 1.06
GOT(IU/L) 65.0+59 59,129 -589 441 64373 60.9:£9.5 61.3+9.9
GPT{IU/L) 213124 181437 22414 T 3LLE 3.9 2131356 210+%38
ALP(IU/L) 280.9 +99.2 2329+ 570 2346 490 22641821 1599+ 636 183,1 £61.6
il LDH(IU/L) . 345.1 £59.5 2634+ 648 306.1 =384 395.9 + 75.4. 2754 +60.8 3334 +£380.7
] +GTP(IU/L) 1.27 4023 131 £0.27 139023 167 4 037* 0.80  0.24 086+0.22
% :L i Total biliruhin {mg/dl.) 0.057 £ 0.017 0.057 = 0.608 0.063 = 0.010 0.003 £0010% 0,084 £ 0021 0.066 £ 0.013
E’ Glucose {mg/dL) 135.7+7.1 13574149 1201 +104 1249+ 153 1320152 1210+138
?k:l: ; Total cholesterol {mg/dL) 79.6 140 73.7+£17.2 69.6 + 13.0 726+ 8.1 66.71:8.6 70.1 8.6
lk Triglyceride (mg/dL) 164+ 8.1 150162 153+5.1 13.3:£ 1.7 21.0%26.1 15135
Urea nitrogen (mg/dL) 1741 £ 098 17.31%£1.36 18.17 = 3.75 2164 £4.37¢ 1873+ 1.89 1841+ 1.64
Creatinine (mg/dL) 0.506 £ 0.049 0.469 = 0.030 0.469 1 0.078 0437 £ 0.068 44194+ 0.020 0437 £0.020 -
Sodium (mEq/L) 140.79 £ 163 111.29+0.64 14050 £ 0.91 142.36 + 0.69* 144.57 - 1.30 14557 + 1.92
Potassium (mEq/L) 4,559 4= 0.257 4440 £ 0.265 4.669 +0.306 4,667 £ 0459 4.916 =0.468 4,920 =10.227
Chlorine (mEq/L) 108321 107.7+0.8 1076 +£1.0 1091+ 1.6 106.0+08 1084 £ 1.3%*
Calcium (mg/dL) 0371029 9.30+£0.27 926 +0.34 8.23+£0.16 9.83+0.29 9.77+0.25
Inorganic phosphorous (mg/dL} 7.26+0.72 7.09+0.89 761 £0.82 . 769067 807 £ 044

Values are expressed as Mean#5.D.
Significantly different from 0 mg/kg group {(*p<0.05, **p<0.01)
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Table 5 Absolute and relative organ weights of male rats treated orally with 3-aminophenol in twenty-eight-day

repeat dose toxicity test

Adrministration period

Recovery period

- Ttemt

0 mg/kg 80 mg/kg 240 mg/kg 720 mg/kg Omg/kg 720 mg/kg

Number of animals 7 7 7 7 7 7

Body weight (g} 3286+ 14.1 337.4 £22.8 3240+ 150 2887 £ 27.2% 3996 £ 334 370.0+333

Absolute organ weight
Brain{g) 2027 £ 0088 2.093 £ 0069 20860425 20830086 21230071 2083 £0.105
Lungs(g) 1.337 i 0.057 1.363 = 0.066 1.290 % 0.060 1196 £ 0.117** 1421 £0.135 1.330 % 0.147
Heart (g) 1.186 £ 0.143 1.260 +0.095 1.146 £ 0.080 1.056 +:0.151 1.373+£0.117 1.267 4 0.155
Liver (g 10.359 £ 0.840 10.667 = 1454 10.544 £ 0.873 11.129 4 1.255 11.720 - 1.213 10.967 = 1.674
Kidneys{g} 2671 +0.246 2759+ 0.225 2.803+£0.179 2.731 £0.364 2.926.£0,142 2879+0325
Spleen (g) - 0634 £0,072 0,740 £ 0.088 0.736 0,105 0.646 £0.107 0.706 £0.115 0.776 = 0.116
Adrenals (mg) 566 +6.7 530+43 50.9+5.1 474+ 4.0%* 65.6 £ 8.3 5’?._9 +93
Pituitary gland {mg) 1091 £ 105 iZ.]l +2.1% 1234 2083 10.84 & 165 11804134 . 1166 £ 172
Thymus (mg) 59,1 =614 ‘ 6354 £123.9 592.3 1234 4924 623 547.0+117.0 4444 757
Thyroids (mg) 18.13 4327 . 2137253 21.33+4.01 27.86 + 4.25%* 21494335 24.91 =344
Testes (g) 3.089 £0.090 30500336 '3.020 £0.953 3.2134+0.308 3.197 £ 0.211 3.326 1 0.169
Epididymides (g) 0.727 = 0.047 0.687 £ 0.066 0.757 £ 0.044 0.694 £ 0.033 0.980 -+ 0,024 (1.960 == 0.068

Relative organ weight -
Brain (g%} 0.619 +0.043 0.624 £0.051 0.646 £0.034 0.727 £ 0.048%*  (.533 £ 0.012 0.564 &= 0.034
Lungs{g%) 0407 £0.013 0404 £ 0.025 (.39 +0.020 0414 £0.022 0357 £0.026 3.357 =008
Heart (g%) (.361 £ 0.041 0,374 £0.028 0.353 £0.018 0.366 £ 0.024 0.316 £0.018 0.341 = 0018
Liver (g%) 3.153 £ 0.227 3.150£0.233 3.254 £0.235 3.851 - 0.188%  2.931 +0.132 2.954 +0.261
Kidneys (g%} 0.813 = 0.053 0.819 £ 0.044 (.864 + 0.058 0.944 £0.073%  0.736 2 0.064 0.777 £0.040
Spleen (g%) 0.191 £ 0.021 0.217 £ 0.014 0.226 + 0,032 0,224 £0.034 Q0.177 £ 0.034 0.210 = 0.026
Adrenals (mg%) 17181 +1.493 15.714 £0950 15713 = 1.593 16.507 + 1.516 16.503 = 2.386 15,706 = 2,675
Pituitary gland (mg%) 3.331 0387 3.586 £ 0.571 © 3.819+0.352 3.757 £ 0468 2.970 + 0.409 3151 0411
Thymus {mg%) 166.980 & 15580 188216 £34490 181973 32644 171874227022 13604720825 1208192314
Thyrotds {mg%) 5.501 £+ 0.842 6.344 - 0.746 6.557 £ 1.027 9717 = L778** 5371 £0.620 6.756 = 0.940%* ]
Testes (g%) 0.941 £ 0.015 0.904 =+ 0.085 (0.937 £ 0.085 L117 £0.002% 08010061 0.9 £0.082*
Epididymides (g%) 0.223 +0.017 0,200 = 0.020 0.234 £ 0.021 0,241 £ 0017 0.246 £0.023 0.261 = 0.020

Values are expressed as Mean+S.D. o

Significantly different from 0 mg/kg group {*p<0.05, *p<0.01)
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Table 6 Absolute and relative organ weights of female rats treated orally with 3-aminophenol in twenty-eight-day
repeat dose toxicity test : :

; Administration period Recovery period
e 0mg/kg 80 mg/kg 240 mg/kg 720 mg/kg 0 mg/kg 720 mg/kg

Nurmber of animals 7 7 7 7 7 7

Body weight (g} - 203.1+18.1 1953+£53 196.6 > 8.7 1831+ 14.9 221.9+220 203.6 = 16.1

Absolute organ weight
Brain{g) 1.933 £0.080 1.893 +0.052 1.866 + 0.053 1.859 £ 0.107 1.944 £ 0.076 LBAT 0,097
Lungs(g) 0.984 £ 0.038 0.944 = 0.050 0.936 £ 0.042 0.926 +0.062 0976 20054 0.927 =0.003
Heart(g) 0.769 £ 0.074 0.764 % 0.053 0.739 = 0.043 0.701 + 0,065 0.794 +0.048 0.737 £ 0.066
Liver(g) - 6.273 £0.782 '6.083 £ 0.572 6416 £0.371 6.631 £0.947 6.374 £0.753 6.016  0.546
Kidneys(g) 1.716 £0.195 1726 £0.105 L7991+ (.10 1.813+£G2069 . L7544:0.145 1647 £ 0.127
Spleen(g) 044340056 04540094 04260045  06I0£0088% 04600070 04740029
Adrenals{mg} 66.0 £ 8.0 614184 629+ 76 6134135 - 64.1E74 6341£12.0
Pituitary gland (mg) o 1294+149 1196+ 138 12.56 + 1.05 1207 +221 13372684 - - 1157173
Thymus{mg) - 4304 #5L1. 0 52393084 4520+ 76.9 4209+ 84.7 A07.0 £65.8 366.0 & 574
Thyroids {(mg) 14.23 +2.66 18.06::3.22 17.57 £ 2.67 23.8«’1 677 1507+3232 1909 +4.35
Ovaries (mg) 83.1+£13.3 963+ 182 83088 83.3+22.1 859171 794 £ 16.5

Relative organ-weight . . . :
Brain (g%} 0.954 4= 0.05% .969 =+ 0.034 0.951 £ 0.063 101940078 . 08830073 - 0910003

" Lungs (g%) 0.486£0.036 0486 4 0.021 0477 +0.021 0.504 £0.029 0444 =0.064 0.456 £0.030

Heart (g%) 0.379 £0.029 0.391 £0.021 0.377 £ 0.026 0384 0,016 0.360 = 0,026 0.361 £ 0.021
Liver(g%) 3.083 £0.144 3.111 +0.231 3.264 = 0.139 3609+ 0272 28710166 2.956 £ 0.165
Kidneys (g%) (.844 =0.058 0.881 4 0.038 .917 = 0.065 0.989 - 0.054" 0.7 £0.052 0811 £ 0.056
Spleen{g%;) 0.219 £0.013 0.233 £ 0.045 0.216 £ 0.030 0.333 £ 0.039* 0211 0,027 0.234 + 0.0
Adrenals (mg%) . -32.584 £3.690 31441 £4.150 31937 £ 3,150 332775740, 29.167+=4.674 31.100 = 4.959
Pituitary gland (mg%) 6.383 4-0.621 6.114 & 0.581 6.399 + 0.601 6.587 - ]:016 - . 6.04041.106 5.866 = (.547
Thymus (mg%) 216,950 24416 268.336 £51.074 230.107 38549 230.826 +:47.182 184.353+31.363 179.564 £23.222
Thyroids {mg%%) 6.897£1.035 . 9.237+£1547 8999+1.738  12940£2846** 6.888+0.755 9:320 & 1.638**
Ovaries {mg%) 40881 --4.493 - 49,194 £ 8585 42,253 £ 4.384 45.026 £:8.717 38.613+6.068 . 38.994 £ 7541

Values are expressed as Mean£5.D.
Significantly different from 0 mg/kg group (**p<0.01)
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Table 7 Histopathological findings of male rats treated orally with 3-aminophenal in twenty-eight-day repeat dose

toxicity test
End of administration period . End of recovery period
ftem Omg/kg  80mg/kg 240mg/kg 720mg/kg Omg/kg 720 mg/kg
Number of animals examined ’ 7 7 7 7 7 7
Organ . Findings Grade
Liver )
Deposit, brown pigment, Kupffer cell + 0 0 0 - 7 0 i
Single cell necrosis, hepatocyte + 0 0 0 1 0 0
. Microgranuloma + 1 0 1 0 0 0
Kidney
Deposit, brown pigment, proximal tubular epithelium + 0 0 0 7 0 0
Hyaline droplet, proximai tubuiar epithelium + 2 1 2 7 0 1
Cast, hyaline + 1 1 1 . 0 1 0
Regeneration, tubular epithelium + ¢] 0 2 1 1 0
Cyst ' : <+ i 0. 0 0 0 0
Dilatation, renal pelvis + 0 0 0 0 V] 1
Spleen o
§ " Deposit, hemdsiderin Total 0 0 0 6
+ 0 0 0 5
+H 0 0 v} 4 0
Li Thyroid
E Hypertrophy, follicular cell : + Q 0 0 3 0 o 4]

Values are number of animais with findings.
Grade of histopathological finding; +!slight, ++.moderate, <+>:detected.

TN

Table 8 Histopathological findings of female rats treated orally with 3-aminophenol in twenty-eight-day repeat dose
toxicity test

T L

, End of administration period End of recovery period
tem
Omg/ke  80mg/ke A0mg/kg 720me/kg Omg/kg 720 mg/ke
Number of animals examined . 7 7 7 7 -7 7
Organ Findings Grade
, Liver : : .
Deposit, brown pigment, Kupffer cell + 0 0 0 7 0 2
Necrosis, focal + 0 0 0 1 . 0
Microgranuloma ' + 0 1 0 ’ 0
- Kidney ‘
. Deposit, brown pigment, proximal tubular epithelium ~ + 0 0 6 .7 0 7
Cast, hyaline 1 0 0 0 0 0
- Regeneration, tubular epithelium + 0 0 2 o0 0 1
Cyst ' <> 0 0 0 1 1 0
Splegn ‘
Deposit, hemosiderin Total 0 0 1 7 0 7
' + 0 0 1 0 0 0
- 0 0 0 7 0- 7
Hyperplasia, lymphoid cell + 0] 0 0 0 ™ 0
Thyreid
Hypertrophy, follicular cell . : o+ 0 0 : 0 . 5 0 0.
Nalues are number of animals with findings. )
Grade of histopathological finding; +:slight, ++.moderate, <+>:detected.
E
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