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Single Dose Oral Toxicity Test of 4-(1-Methylethyl)aniline in Rats
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Table1  Mortality and LD= values of rats treated orally with 4-(1-methylethyl) aniline
s Dose No. of Number of deaths® Mortalit LDso values®
eX al
(mg/kg) animals 1 2 3 4 5 6 7 8-14 © y (95 % confidence limits)
Male 700 5 0 0 0 0 0 4} 0 0 0/5
910 5 0 2 0 [0} 0 0 4] 2/5
0 / 985 mg/kg
1183 5 0 4 0 0 0 0 0 0 4/5 (846 - 1146 mg/kg)
1538 5 1 4 - - - - - - 5/5 me
2000 5 1 4 - ~ - - - - 5/5
Female 700 5 0 0 0 0 0 0 0 0 0/5
910 5 0 1 1 0 0 0 0 0 2/5
9
1183 5 0 4 0 0 0 0 0 0 4/5 o6 8151:’5/ kg/ )
1538 5 3 2 - - - - - - 5/5 me/ke
2000 5 1 4 - - - - - 5/5
a:Days after administration :
b:LDs values estimated by Probit method
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DOFECTEYOEND 52 VX BIREOARABTYHRD S
LA, FOMOBYWICEARBEFTIROLOI o
7-.

EE

4-(-AFRHIFAV)T Y D20V TTy P HVD
SHBEOBHABRTERL.

TOER, RUBYIIRSE24BEM P H3H ORHIZEE
Hh5ENT., hEERE LT, HBREEE S ICHITERY, BHE
EENME T, BREAGL, WBAGT, M6, WE, WiE, #E
DOENE L UESE M Sz, R TIIMEEDE
CEYCTH - BB EREY IR0 5w, &
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Combined Repeat Dose and Reproductive/Developmental Toxicity Screening
Test of 4- (1-Methylethyl)aniline by Oral Administration in Rats
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T/OYCHERFEESRL, S5i1260 mg/kgBETA
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BRER, N— ¥R, B, TEEBIUEHEIIOWTER
L7,

@ ey
MEBELSAERETIN, FHREB L OKRE),
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HEE, REEBIUZHBBILODVTHPREYY 2
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1. REREEN

1) ECHIU—RREE

D60 mg/kgBHO 1BHHEIR25 H (% 5-43 H) D5k
EHIFET L.

F—FREOEE L L 520 mg/kgh LoD
KERCHREENS L REIBES N, REMIZED
20 mg/kg BTG 3D S4BT THERICEBE X
hich, 20830 BHAOERTH 7. HED60
mg/kg HTRRG1ELLERPICBE SR, #5808
RTETIRIZEREL TRD O N, #ED 20 mg/kgFF T
1, ARECHT - RECHAR I, R P IR
PHCBE SN IHFBRENLRERTH - 2. WEMESE
SHBERE P LCCRANBOMMARD oz, O
60 mg/kg B Tix, 5 T8 U 20 mg/kg EIC A~

RO DA RO o h, KEH - KEABPRHER

B, SEE LB RS S UHE BRI eI
MHLL CEIES N, ZoERE, HECThORTY
T LTHRGRIGD HARMICEZE SR, BHICIEH

334

56

HL70h%, 60 mg/kgBHOMTIIRB I THRELTED
LNBEH S H o7, EITHEHED 20 mg/kgFE RS
MEz@BLAHEMICTCBENCBES N, ED60
mg/kg BTG 28 F TR, #53EUMI
EHFL ECEEISR. D60 mg/kg B TIIXE
B - SRECEAR BRSNS, SR IS
Ehis. CoERETESEER,OERNED L NG,
BBURESHI05ICIREERT IR TH o2, T2,
EEOEAPMD208 X V60 mg/kgBECHEI N/,
ZDORERIZ20 meg/kg BT ERGIBPIC1BOA DS
BThorz. 60 mg/kgBECILASERT - XEMBPB X
UHMEPRRDE TN EFNRIFDOADORITH - 720%, 1
IREAR BN RE S .

oM, ETEEEOHFN, Bo5wY, SME, Mk,
HEREOEEL L CHEY, MTRKE, fiEd LUk
RAOOEBFEBRYEIESHIZ L2 LAEBICHR S
hi-. FECEwcE, £5RBOEMCERT L LEZ
SNBETLE LT, H541~428ICTEBLUVBRKT
ENBE I NI,

2) k= (Fig. 1,2)

WEHEE DR EWIM LB U CH IR L R B S B
EORUCHEIENICHEE 2 ZRRO N o 7ohY,
TH208 X U760 mg/kg B TR 5 15 543 HOFER I
EVEEFEAZRL, #HTIX60 mg/kgBETHIE0D L
21 H ok B mE Y EfEEm % R L7s.

3) 8= (Fig. 3, 4)
HETEITBEEIC <60 mg/kgBE T/ S5 105 8H DF
BBl K FHICARLEEETL, 512
LILHORBRESLVEELREEYR L. #TEE
BB %8 U O R L BB R S HOMICEIZRD
Shipdoi.

4) MHEOMARFHE (Table 1)

SEEEE L 208 X UT60 mg/kgHET A bAESBE
YHESREFOICHAELBMEERLAL. 2561260
mg/kgBHTA<T b7 Y v Ml, ~EF0YVE, Kl
BB L UMCHC O HE &%, MCV, MCH, i/
B L CHEARMIREEFEE s SEE R U, M
BERRETIIETOREHBICBWT, MERFLERY
RSB EOMIIERTDONE D o7, '

5) WOMAEEILFRE (Table 2)

S EREE L 60 mg/kgBETT AT IV, A/GB XU
BEY VYV DPREMEMICEE R BER R L. 2oft
OREEE THMRE E ERYWER S L OBICEIE
N h o,

6) FHREEE (Table 3)

BT, 208 X 1960 mg/kg BE Ot BREEIC PR B
SUBRBOMAEES R EN AR LBEERL, &
512, 60 mg/kgHTIRBEBOMSM B L UTHLEENA
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Fig. 1 Body weight change of male rats treated orally with 4- (1-methylethyl) aniline in the combined repeat
dose and reproductive/developmental toxicity screening test
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Fig. 2 Body weight change of female rats treated orqlly with 4- (1-methylethyl) aniline in the combined repeat
dose and reproductive/developmental toxicity screening test

BErEEy, SIEOMMEENTELEKELRL. 7) ERFRR

HETid, 208 X UF60 mg/kg B Txt BB IS~ O FETEN it D60 me/kgBED 161 TH o 7z, ST
HABLUHMEENAELSMBEZRL, 51260 B LTEBORGILS I UHoRkELPEES R,
mg/kgHTIHBOMMEENAEELEHEEZ R L. BT, BROEBELB X UBAH208 L U760 mg/kg

HTBEEIh, WIhoBR b 60 mg/kg B CHREEIC
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Fig. 3 Food consumption of male rats treated orally with 4-{1-methylethyl)aniline in the combined repeat
dose and reproductive/developmental toxicity screening test

Significant difference from control group; **:P<0.01
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Fig.4 Food consumption of female rats treated orally with 4-(1-methylethyl) aniline in the combined repeat
dose and reproductive/developmental toxicity screening test

KABERSFIFOCHERICHMLA, oM, BE
HICBOONTHRE LT, BROBE, BEB XU
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20 mg/kg TEE S h /-,

N
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e, BREOEMAIES X UIEAH208 L U60
mg/kgHETBE IR, WThoRmRLMEL IO
BUCHARBAERNAEIIEM L 2. Eofb, BERO/NEL
b, HEO®E, FROBBR~NLV=T, SRR OB X
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UROBEHPMREZ ECERICHRERCBRES R, R
EVETORBMEARSHCERBIIBE S L.

8) RIPMBFIRE (Table 4, 5)

FECEICIE, B, U Uo5E, B, OB, MNME, T
fels, BPiE, AR, B0, PIKR, 8IFB L UCRoMm
#, LIEOEIE, BioOEmICHE (RinskRiEMm), MR
D oMb L EREE, MWIROEH, Mo)-ombB L
URE, REOENIR), UbA, HEEHE, A1t
EBLURFLEREE, BORE, #BLEBLIURE
LR, BASUEOFE— 5 R RY, s
D&%, FFROELE X LS (2 v —Hil),
FEARE, BoMREN, BIF0o&REES JUCEE
HMAENEERINT.

HTid, FHOEMITE (RMRRER), BEOI -
M, EFkEB L OSSN (ROFREMm) 208 &
060 mg/kgBETHEIE SR, Z0S LREBOBEILER
208 L 60 mg/kg BT, BIED S oM, FEHMEMm B L
B OE ML (FRAERFRE M) 1360 mg/kg B T
IR ENEFNEEESRETFICHFEICML 7.
T 7o, MFEE(2 v =) omFibE, BESEm (R
BoREN) B &L BB AA60 mg/kgBECRHEO LI,
FNEFNEEENEEIIHEML .

LIEOME, OIS, HRFEE, FROR
MBI B L OB /MR B BEICEUR S Lz 28,
HEOREZLHELEGZED O o7, FOMD
FTRIEDPEF D 5 CIZEREHOELTH - 1.

T, BHEOEMmITE (FRmEKREMR), BEDO) o
mBLTEREENI20B L 60 mg/kgBETEHE SN,
WM OB O MBS I BRI RBERPE R
AL 7z, BB OB & (AR ERRE L) (3 EREE, 6,
208 X 060 mg/kgBETEFRENR4L, 5 9B L U106
BOOLN, MBEICH~N20E X 60 mg/kglECREE
CHEOWMBICERRENZO LN, T, R
v —HiIf) DB ELEB X ORI AD°60 mg/kg B
TROLN, Z09) LBEREEORERIAFEICHEML

7z, FREEORESHS M (AR BRR s 0 ) 130 BREE, 6, 208

X U60 mg/kgBETENENZ, 2, 3BLUTIMICRED S
hn, WFEEICIEN60 meg/kgBHECRAFRLEFEOBMIC
HELEVZFO LN, FROPAFFBEEEICHES
NoHs, BRORERIIZEITOONLE M7, FOMb
DFRIPEB S 5 VI EERORELTHo 7. 2B,
PIRFT A T60 mg/kgBED 161D b - RO HE I,
HABAHCIRTE LEAEETH - 7.

MR & D IR S X PR ORI EORFFAICB W
TRVY T — et r ERLER, BEEZRLL
B, TNHDBEEEIANEVF Y THIEEILNT:.

2. HmERLEEMY
1) XEHLURRAEE(Table 6)
KRB USZBETXTOBETEBEL L.
HEAMBEE T, WThoBLI3iT4~5H0MHEY
TRLUEFHHRRCERERZEO bW o 7.
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2) SiRH L UHE (Table 7)

60 mg/kg B TR H~HEOHERDL BOEHFR
PRI EMICEE L BEMELARL, Mos4dBodsa 04
FELBRMEMEEZ R L. TOM, 60 mg/kgBEDFELE
BN O IZII TGRSR IBEINLY, &
ORI, BAEK, HRER, BEARED L URE
IBEUTIZIZE R EL RL, HEER, FEER, S56HXs
FUHARIIEMEIZD O o7,

3) FHEROWE, AESLUSHRAR
HEROARREIVThOBIIIZDONE o
7z, HEPEPOKE T, 60mg/kgBETHREICH
~HEHEE S ICHEHE O H ORENIRKEENICE E LK%
Vi AN .
RCROEHKETIE, WIRHEIRE P BE, 68X 0
60 mg/kgBHETEFNRFNS, 1B LUT2BICEBE SN,
FHHETHIREEREL20 mg/kgBETIFIIBESh
2o, WThomE b REFRCHEEIZO L -
o, THRE4BOEKRT, BT BECHIREEERE N
161, 60 mg/kgBETHIEOABHAE L ERELE» &1
Pl BT <R, METIE60 me/kg B CEBOBTIHES]
BUCEE SN, WTNOBRR L BERICEEZE IR
DHoNLholr,

EE

1. RE#SSEN

D60 mg/kg BT IR LT HERICIETE L. FET
BORBABFREOKE, WELSERE, U /38, M,
5, /AE, FTIRN, RRER, AR, ER, RIRER, a8
BEBILUMIBEIN, SHEEIhs0MBIIE A1
BEELYRBTHEEZOLNRLREL L CLEOBESE,
MOFEB LU o, +HKBOBESFEEI N,
T FTRIEROTENRL, HREPHFESOERL
FERICLAREEHYWICBWT, £5ERE0ME M
PR T A BEE I ENRERERE (DIC)XBIAZ L
FALNTEYO, KBS TRFRTHCL LI L
»6, DICHREEEZ LN, HBRYWEOEEN L LE
IC&ABDDOTIELVEHAR SN,
—fREOBE T, REMB X UMESEHEE b
20 mg/kg Pl LRSS B CHESL, KEDEHDH60
mg/kg B OHIRMBAOMICREFARZ O LN, T2
CRALEMOBRFNEYEOFERRR VB VTYH,
HFLABUELTA MESOE Y lfEE BMORE
DPRESINTBY, KRB TH A MNEZOEVLED
WP EMARD N2 25, REMPEROES
BInoRHLA-bDEEZ LR WEIZDOWVTI,
34-UAFNT Y DRI TAFNT Y ODRE
Lo THEDLEN TV I & O BB ER S EE
L-gfbeEz bhiz.

HRETIE, 208 L0760 mg/kgBEDHE & 60 mg/kg D
IR Ot TEE L ISR S h, BEE T
60 mg/kg OB TR SHBOMPICEELRL, Th

337



RERSSN - SRREEBHHGER

FRBBRWERG OEEI R I NI,

HoOMEFHRETIE, 208 X060 mg/kgBET A b~
EuV BN EELYTRL, 60 mg/kgETAT RS
Vo ME, NEFu¥reg, FMEKHEEB I FMCHCH
EiE%, MCV, MCHB X UMK BXSZHEXRL
2. ThHDELRALRO X F AT OV Y MfEICERE
TH5EMD LEFNICH T 2RAEBEIETRIdNE
EZ LN/, MBEGREERE CIEBRDERSOEEIR
FDHOLNL ool MEEFERETIZ60 mg/kgBET
BEYYNEUPEEERL, X AT OY VMAEIICE
HLUZAMLTRBL-bDEELZ LN, 20O, R
TT7TVTIVBIUTAGHEEERLY, TOER
IS T o7,

BEERE, MBEEHIHED60 mg/kglE, D20
S U60 mg/kgHECRMELX L, HREEIHED205 &
U560 mg/kgBER S W HED 60 mg/kgHETCHEZRL
7=. AMTRCHRBORAts X TR D 20
BIU60 mg/kgBHTHOLN, HREHABRERETCIZE
BEOEMICE (RIMERAEM), MIEOD oM, BFELE
B L URES i (FR M ERR R ML) A5 E ) 20 B & UT60
mg/kgH T, O EM A5 HED 60 mg/kg B, HED
208 X 60 mg/kg BT, Bl (7 v X—Mf) owFEiL
EB LUK RO 60 mg/kgBET, ThEh
DFEEROWEMS 5 NEIREOHEIFZO 6N,
JARERIZ DWW TR AL FR A BT D FES
TR T AN LD L, EWERSLIBICL
W LITHE ST IFROBRELERTHL LEZ LN
7. BBEEO ) o M ROEROMBEEEEITTHE T HHE1C
BOLNAZEBAMLATENY, /-, BIEL X
BTANETTIOLEFENLTVE I ERFMDE
MITH, MES X OO Em S En R m ity
LERE L EZONR, WTFhd A AT OE V[T
SEICRR LA ZZ SN 00 2 MEERE
T60 mg/kg DM/ IWEOEMAPR S W-H%, FEE,
RS L UFROREAEFREICB VT, BB
FALBRETII R, IWMIBOBMOEHIZHES 2
TCEhhol., T/, D208 LU60 mg/kgBETERD
LN FHBEEOBMEE L 760 mg/kgHOBEIFEED
B, RERAEERETCIIELEZO SN THEDE
#5 L OREIITHTH - 7.

BEoZEedh, 4-1-AFNVZF V)T YONIE
BECLDAMANEZ/OV VMES L UOEMHFERS
h, ThoCRERT AL EL NS —&RE, MBFR
AfE, mMEAELFREE, B, FESIUBROEL
HRERED 20 mg/kg L EOREBETED LN, BEEE
VO L i>6mg/kg/daytﬂﬂ?f’énf’

2. 4HEBR4ESH

WA, KRB L ZRECHBRYERS ORI
BOLNLEh o,

SRR CIX60 mg/kg O TEM 1614 B  IF
B ITVCFROEFICSRL, ERPHIC LEBRDE
BREOEBITFD N 2D o7, 60 mg/kgBE CltHED
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FEBOBEOBOKRENSBHELRL, iIERO4HD
AEFENEEY AL EPS, HBRYERSCIHH
ERGOHERORFNHE X UEFHIxTT 528
RIS, Fof, HEE, BEFRIHBRYERS O
BEIBOOLNT, HERONKRICHOEBRYERSDOE
BREOON o7 T, BERBIUME4LIRD
TR TR ERSICLI AL EZONLEEFRITE
Z2a8hixdoi.

BEoZ ed»s, 4-(1-AF N FN)T Y v OREME
DERERE W RIZ T EEIE 60 mg/kg/dayx 5 THED S
n¥, EREEI360mg/kg/day L BT S hz,

RBEMWoRE - BEICRIZTTHEIZ60 mg/kg/day$k
STREREMHISZO SN, FARO4H OEFENEM
FRLAIEPSEBEERII20 mg/kg/day L HBF S
7=,
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Tablel Hematology and coagulation of male rats treated orally with 4- (1-methylethyl) aniline in the combined

repeat dose and reproductive/developmental toxicity screening test

Dose level 0mg/kg 6 mg/kg 20 mg/kg 60 mg/kg
No. of animals 12 12 12 12
HCT (%) 44.7+1.9 440+ 1.1 43.7+ 14 40.7 £1.2**
HGB(g/dL) 154 £ 0.5 152+ 05 150+05 13.4 £0.3**
RBC(X10°/mm’) 8214039 8.17+0.28 8.01 +0.39 6.71 + 0.36**
MCV (em) 54.5+ 20 53.8+ 14 546+ 19 60.8 1: 2.6**
MCH({pg) 18.7 0.7 187405 187406 20.0 +0.8**
MCHC (%) 344405 347403 342+04 32.9+0.5%
PLT (X10°/mm? 1092 + 86 1018 + 160 1199 + 95 1281 £ 151**
WBC (X10°/mm°) 92+34 95+29 9.7+34 103+ 24
Differential leukocyte
counts (%) .
NEUT 15+5 166 17+6 1543
LYMPH 80+ 6 7947 78+6 80+3
MONO 241 2+1 3x1 240
EOSN 141 1+0 1+0 140
BASO 0£0 0£0 00 0x0 -
LUC 140 140 1£0 10
Methemoglobin (%) 07+0.1 08+0.1 1.2 +0.3% 25+ 0.3
Reticulocyte (%) 28+5 28+4 35410 110 +19**
PT(sec.) 145404 146 £ 0.7 151407 151+15
APTT (sec.) 253+ 1.1 258418 255+ 20 264+22
Fibrinogen (mg/dL) 223 +£22 231 +47 233+ 28 218 +12

NEUT:Neutrophil LYMPH:Lymphocyte MONO:Monocyte EOSN:Eosinophil BASO:Basophil

LUC:Large unstained cells
Values are expressed as Mean+S.D.

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

Table 2 Blood chemistry chemical examination of male rats treated orally with 4- (1-methylethyl) aniline in the
combined repeat dose and reproductive/developmental toxicity screening test

Dose level 0 mg/kg 6 mg/kg 20 mg/kg 60 mg/kg
No. of animals 12 12 12 12
T.protein(g/dL) 6.06 + 0.21 5.92+0.23 5.95 +0.20 6.15 +0.29
Albumin (g/dL) 3.39+0.12 3.31+0.16 333 +0.11 3.58 +£0.17% _
A/G 1.28 +0.09 1.27+0.11 1.28 +0.14 140+ 0.11*
Glucose{mg/dL) 149 +13 14510 . 14317 149 + 11
Triglyceride (mg/dL}) 58.8 £ 219 574 + 296 55.0 + 32.2 426 +17.3
T.cholesterol (mg/dL) 64 £ 17 68+ 12 6249 64+ 11.
BUN (mg/dL) 137+23 134+27 13022 136+ 14
Creatinine (mg/dL) 0.33£007 0.29 -+ 0.03 0.27 +0.03 0.28 + 0.04
T.bilirubin (mg/dL) 0.04 £0.01 0.04 £ 0.01 0.04 £ 0.01 0.08 + 0.03**
GOT(U/L) 66+ 7 S 73411 83+ 42 65+8
GPT(U/L) 20+5 32+6 30+8 2745
ALP(U/L) 364+ 74 336+ 56 352 + 96 383 + 94
Gamma-GTP(U/L) 04+0.1 04+02 05+0.2 05+0.1
Sodium (mmol/L) 1426420 1423+ 1.1 141.7 £ 0.7 420+£12
Potassium (mmol/L) 409+ 024 3.98+0.24 4.17 £0.30 4.30+0.18
Chloride (mmol/L) 1068+ 1.7 1072 + 1.7 1066 + 1.7 105.7 + 1.0
Calcium (mg/dL) 9.93 +048 9.71 £0.32 9.64 +0.36 10.03 +0.50
Lphosphorus (mg/dL} 5.80 %+ 0.38 548 + 0.46 5.90 + 0.42 6.24 +0.68

Values are expressed as Mean+5.D.

Significant difference from control group; *:P<0.05 **;P<0.01
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Table 3  Absolute and relative organ weights of rats treated orally with 4- (1-methylethyl)aniline in the combined

repeat dose and reproductive/developmental toxicity screening test

Dose level 0mg/kg 6 mg/kg 20 mg/kg 60 mg/kg
Male
No. of animals examined 12 12 12 12
Body weight (g) 936 £ 27 929128 9131721 508+ 27
Absolute organ weight
Brain(g) 2.28 +0.10 2.26 +0.08 2.29 +0.06 2.25 % 0.09
Thymus (mg) 290 + 62 322+ 85 298 + 46 311+ 46
Liver (g) 15.12 + 1.80 15.07 + 1.05 15.82 + 1.58 '16.39 + 1.61
Spleen(g) 0.76 £ 0.11 0.79 £ 0.11 0.82 + 0.09 1.22+0.17**
Kidneys (g) 3.33:+0.26 3.38 +0.25 3.61+031 347 +0.34
Adrenals (mg) 66+ 8 66 6 63+8 56 + 9**
Testes (g) 3.46 £ 0.39 344019 3.56 +£0.20 351+0.21
Epididymides (mg) 1305 + 144 1322 + 105 1392 + 115 1370 £ 117
Relative organ weight
Brain (g%) 0.427 + 0.034 0.431 +0.025 0.447 +0.019 0.445 + 0.028
Thymus (mg%) 53,938 + 10.626 61.461 + 16.356 58.287 + 9.984 61.301 + 8.748
Liver (g%) 2.815+0.218 2.871 +0.135 3.083 + 0.249** 3.223 + 0.220%
Spleen (g%) 0.142 +0.021 0.150 + 0.021 0.160 + 0.018 0.241 + 0.034**
Kidneys(g%) 0.622 + 0.043 0.645 + 0.063 0.705 = 0.069** 0.683 + 0.042*
Adrenals (mg%) 12.375 % 1.524 12.500 % 1.007 12.229 4 1.817 11.094 + 1.819
Testes (g%) 0647 % 0.079 0.657 + 0.049 0.695 + 0.052 0.693 + 0.061
Epididymides (mg%) 244.010 & 29.272 253.114 + 31.094 271.751 & 24.468 270.372 + 27.772
Female
No. of animals examined 12 12 12 11
Body weight (g) 298 + 26 298 21 307+ 16 299+ 19
Absolute organ weight '
Brain(g) 2.02 +0.07 2.02 +0.08 2.04 £ 0.09 2.03+0.09
Thymus {mg) 121 £ 46 153+ 78 124 £ 50 114 £31
Liver(g) 12.85+2.21 12.51 + 1.23 13.52 4 0.90 1443+ 1.09
Spleen(g) 0.51 + 0.09 0.54 + 0.09 0.71 £ 0.12** 1.05 £ 0.16**
Kidneys (g) 2.04 +0.20 2.01 £0.20 2.09+0.12 2.13+0.16
Adrenals (mg) 76+ 12 73+ 10 77+ 10 71+8
Ovaries (mg) 102 + 13 98 + 19 102 + 14 104 £ 12
Relative organ weight
Brain (g%) 0.681 + 0.070 0.681 +0.044 0.664 +0.031 0.680 £ 0.039
Thymus (mg%) 40.345 + 14.873 50.505 + 22.981 4025415243 37.857 + 9.829
Liver{(g%) 4.285 +0.423 4.198 +0.342 441320328 T4.823+0.212%
Spleen (g%) 0.169 + 0.020 0.181 +0.023 0.231 & 0.032** 0.351  0.053**
Kidneys (g%) 0.689 % 0.113 0.675 + 0.037 0.682 % 0.051 0.713%0.048
Adrenals (mg%) 25.715 + 5.021 24.374 +3.315 25.119 + 3.643 23.898 +£3.283
Ovaries (mg%) 34.485 + 6.284 32.687 + 6.058 33.187 + 4.560 34.765 + 4.058

Values are expressed as Mean+S.D.

Significant difference from control group; *:P<0.05 **:P<0.01
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Table4  Summary of histological findings with statistical analysis treated orally with 4~ (1-methylethyl) aniline in

the combined repeat dose and reproductive/developmental toxicity screening test

Male animals Female animals
Dose level (mg/kg) 0 6 20 60 0 6 20 60
Organ  Findings No. of animals necropsied 12 12 12 12 12 12 12 11
CARDIOVASCULAR SYSTEM
heart
cellular infiltration 5 - - 5 1 - - 0
HEMATOPOIETIC SYSTEM
bone marrow
hematopoiesis, increased 0 0 2 12** 0 0 4* 10%*
spleen
congestion 0 0 3 12** 0 0 6** 11%*
deposit, pigment 0 0 g 12** 0 0 10** 11**
hematopoiesis, extramedullary 0 0 3 12** 4 5 9* 10**
thymus
atrophy : 0 - - 0 6 - - 3
squamous metaplasia - - 3 2 - - 2
DIGESTIVE SYSTEM
liver
deposit, pigment 0 0 0 12%* 0 0 0 11**
fatty change 9 8 9 6 1 0 0 1
hypertrophy, hepatocyte 0 0 (4} 6** 0 0 0 3
necrosis 0 1 0 0 3 1 3 2
single cell necrosis 1 0 0 0 0 0 2 1
accumulation of macrophage 0 0 1 0 1 0 0 0
cellular infiltration, lymphocyte 1 2 2 0 0 0 0 0
microgranuloma 12 11 10 9 4 5 5 5
hematopoiesis, extramedullary 0 0 7+ 2 2 3 g**
herniation .0 0 0 0 0 1 0 0
proliferation, bile duct 0 0 0 0 0 0 0 1
URINARY SYSTEM
kidney
basophilic tubules 1 - ~ 11 2 - - 2
cast, hyaline 1 - ~ 1 0 - - 1
degeneration, vacuolar 0 - - 0 2 - - 0
dilatation, tubules 2 - - 1 2 - - 0
eosinophilic body 5 - - 9 0 - - 0
ceilular infiltration 0 - - 1 0 - - 0
cellular infiltration, lymphocyte 2 - - 2 0 - - 0
microgranuloma 1 - - 0 1 - - 0
fibrosis 1 - - 0 0 - - 0
REPRODUCTIVE SYSTEM '
testis -
atrophy, seminiferous tuble 1 - - 0 - - -
epididymis . -
decrease, sperm - - 0 - - - -
cellular infiltration, lymphocyte 2 - - 3 - - -
ENDCRINE SYSTEM
adrenal gland -
degeneration, vacuolar 3 - - 5 0 - 0
INTEGUMENTARY SYSTEM
skin -
=squamous cell papilloma . - - - - - - 1(2)
=:benign #:malignant
{ ) :No. of animals examined microscopically at this site. ~ -Not applicable.

Significant difference from control group; *:P<0.05 **:P<0.01
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Table 5  Summary of histological findings with statistical analysis treated orally with 4- (1-methylethyl) aniline in
the combined repeat dose and reproductive/developmental toxicity screening test
Male animals Female animals
Dose level (mg/kg) 0 6 20 60 6 20 60
No. of animals necropsied ) 12 12 12 12 12 12 12 11
Organ Findings T123T123T123T123 123 T123T123 Tt1t23
CARDIOVASCULAR SYSTEM
heart
cellular infiltration -500 - --- ---- -500 100 - - - - - --- -000
HEMATOPOIETIC SYSTEM
bone marrow
hematopoiesis, increased - 000 -000 -200 -1200 000 -000-400 -1000
spleen
congestion - 000 ~-0006 -300 -1200 000 -000-600 -1100
deposit, pigment ~000 -000 -~-9500 -1200 000 -000-1000 -1100
hematopoiesis, extramedullary - 0 0 0 - 0 0 0 - 3 00 ~120 0 40 Ov -500-5 0 - 3 7 0%
thymus )
atrophy -000 - ~--- -----000 6 00 - - - - - - — - -300
squamous metaplasia -1r00 - --- ----= =300 200 - -- - - - - - - 20
DIGESTIVE SYSTEM
liver
deposit, pigment -000 -000 -000 -1200 000 -000-000 -1100
fatty change -9 00 -800 -900 -962020 100 -000-000 -100
hypertrophy, hepatocyte -000 ~-000 -000 ~-600 000 -000-000 -300
necrosis -000 -100 ~-~-000 -~000 300 -100-300 ~-2200
single cell necrosis -100 -000 -000 -000 000 -000-200 -100
accumuldtion of macrophage -~ 0 0 0 -0 0 0 -1 00 - 000 100 -000-000 -000
cellular infiltration, lymphocyte - 1 0 0 - 2 0 0 - 2 0 0 - 0 0 O 000 -000-000 -0600
microgranuloma -1200 -1100 -1000 -900 400 -500-500 -500
hematopoiesis, extramedullary - 0 0 0 - 0 0 0 - 0 0 0 - 7 0 O 200 -200-120 -3 60"
herniation -000 -000 -000 -000 000 -100-000 -000
proliferation, bile duct -000 -000 -000 -000 000 -000-000 -100
URINARY SYSTEM
kidney
basophilic tubules -100 -~ - - - - - = -1100 200 - - - - - -=- -200
cast, hyaline -1006 - - - - - - = =100 000 -~ - - -~ =100
degeneration, vacuolar -~-000 -~~~ ~-~--~--000 200 -~ - - - - - - - 000
dilatation, tubules ~200 ---- -----100290 200 ~-------- -000
eosinophilic body -500 - ~--- ---- =900 000 - - - - = - -~ - 00090
cellular infiltration -000 -~--~---~---100 000 - - - -~ - ~-- - 000
cellutar infiltration, lymphocyte = 2 0 0 - - — - - — = - - 2.0 0 000 - - -~ - - -~ - 000
microgranuloma -100 ---------000 100 - - - - - --- -000
fibrosis -100 ---- -----=000 000 - - -~ -~ -~ - 000
REPRODUCTIVE SYSTEM
testis
atrophy, seminiferoustuble - 1 0 0 - - - - - - - - - 0 0 0 - - - = - == - - - - - - =
epididymis
decrease, sperm -100 ---- -=--=--000 e i - - - - -
cellular infiltration, lymphocyte - 2 0 0 - - - - - - - - -~ 3 0 0 - - - - - - = - - - - - = =
ENDOCRINE SYSTEM
adrenal gland
degeneration, vacuolar -300 - --- ---- -500 o000 - - - - - - - - -000
INTEGUMENTRY SYSTEM
skin @)
=squamous cell papilloma - - - - - - - - - - - - - - - - - - - - - = - - - = -1 - - -
Tltumor 1:slight 2:moderate 3:marked
=’benign #:malignant
( ) :No. of animals examined microscopically at this site.  -:Not applicable.
Significant difference from control group; **:P<0.01
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Table6  Summary of reproductive performance in rats treated orally with 4- (1-methylethyl) aniline in the combined
repeat dose and reproductive/developmental toxicity screening test

Dose level 0 mg/kg 6 mg/kg 20 mg/kg 60 mg/kg

No. of pairs mated 12 12 12 12

No. of pairs copulated 12 12 12 12

No. of pregnant females 12 12 12 12
Copulation index (%) a) 100.0 100.0 100.0 100.0

Fertility index (%)b) 100.0 100.0 100.0 100.0

Estrus cycle (days,Mean+S.D.) 42404 45405 47+06 47406

a) : (No. of animals with successful copulation/no. of animals mated) X100
b) : (No. of pregnant animals/no. of animals with successful copulation) X100
Values in parentheses are expressed no. of animals observed

Table 7  Findings of delivery in dams treated orally with 4- (1-methylethyl) aniline and observations on their
pups (F)in the combined repeat dose and reproductive/developmental toxicity screening test

Dose level 0 mg/kg 6 mg/kg 20 mg/kg 60 mg/kg
No. of dams observed 12 12 12 11
No. of dams delivered live pups 12 12 12 11
Duration of gestation (Mean + S.D.) 22.7+05 223+05 22605 222+04
No. of total corpora lutea(Mean + S.D.) 213(17.8 £ 2.6) 202(16.8 +2.8) 208(17.3+1.9) 212(19.3 £ 3.5)
No. of tota! implants (Mean + S.D.) 201(16.8 +2.3) 183(153 +3.3) 191(15.9+15) 183(16.6 £ 2.3)
No. of total pups born(Mean + S.D.) 191(159 + 1.8) 172(143 £ 3.2) 177(14.8 +3.2) 172(15.6 £ 2.5)
No. of total live pups born(Mean + S.D.) 191(15.9+1.8) 169(14.1 £3.1) 176(14.7 £3.1) 172(15.6 + 2.5)

Male - 88( 73+1.7)° 82( 6.8 £2.7)° 88( 6.61+2.8)° 80( 7.3x£2.1)°
Female 103{ 86 +2.5)? 87( 7.3 +£3.0)° 97( 8.1+3.3)" 92( 8.4+30)°
Sex ratio (male/female, Mean + S.D.) 1.06 +0.87 1.27+0.99 0.95 +0.48 1.01 £0.56
No. of total live pups on day 4 (Mean +S.D.)
Male 85( 7.1 £1.9) 78( 6.5 £2.8) 77( 64 £ 2.6) 68( 6.2 + 1.8)
Female 97( 8.1 £2.2) 82( 6.8+3.0) 94( 7.8 +3.2) 81( 7.4+32)
No. of total dead pups born (Mean + S.D.) 0( 0.0£0.0) 3( 03+0.6) 1( 0.1 +£0.3) 0( 0.0+0.0)
stillbirth 0( 0.0+0.0) 0( 0.0+ 0.0) 1( 0.1 £0.3) 0{ 0.0+ 0.0)
cannibalism 0( 0.0£0.0) 3( 03+06) 0( 0.0+0.0) 0( 0.0£0.0)
Gestation index (%) ¥ 100.0 100.0 100.0 100.0
Implantation index (%,Mean S.D.) Y 94.7+59 90.1 +11.3 9251103 875+11.3
Delivery index(%,Mean S.D.) o 954 £45 4.0+ 56 91.8 +15.2 94.0+6.7
Live birth index(%,Mean S.D.) ¢ 100.0 £ 0.0 984 39 995+ 18 100.0 +0.0
. Viability index on day 4(%,Mean S.D.) ¢ s
Male 964 £89 94.3+10.7 9B5+52 85.7+14.1*
Female 95.1+52 946 £ 10.8 972+53 864 £243

a) - (No. of females with live pups/no. of pregnant females) X100

b) : (No. of implants/no. of corpora lutea) X100

¢) : (No. of pups born/no. of implants) X100

d) : (No. of live pups born/no. of pups born) X100

e) . (No. of live pups on day 4 after birth/no. of live pups born) X100
f) :Includes live pups died before observations

Values in parentheses are expressed number of animals examined
Significant difference from control group; *:P<0.05
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