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Single Dose Oral Toxicity Test of 4—(1—Methy1ethy1)aniline in Rats .
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Table 1  Mortality and LD= values of rats treated orally with 4-(1-methylethyl) aniline
3 Dose No. of Number of deaths® Mortalit LD< values®
B (mp/ke)  animals i 2 3 4 5 6 7 8-14 Y (959 confidence limits)
Male T00 5 0 0 0 .0 0 0 0 ] 0/5
910 5 0 2 0 Q 0’ 0 0 0 2/5
1183 5 © 4 0 0 0o 0 0 O 4 (84;¥fzj§dkikg)
1538 5 1 4 - - - - - - 5/5 e
2000 5 1 4 - - - - - ~ 5/5
Female 700 5 0 0 0 0 0 0 0 0 0/5
910 5 Q 1 1 0 0 0 [} 0 2/5
1183 5 o 4 0 0 0 0 0 0 4/5 (84ﬁgsi;zf’kfﬂqﬂ
1538 5 3 2 - - - <L - 5/5 e
2000 5 I - -~ 55
a!Dgys after administration - :
b:LDw values estimated by Probit method
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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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HEIE OB MR b, ZRECET -
Bz, EHRE FEERES L TSR Lit%@ﬁﬂ -
L CHEES R ZOERE, BEVWTIORETY
F & LCHEHRI0T,HARFEICERE SR, BHICHE
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B 74, 60 mpg/keHOMTIRBA T THRELTED
LERDLHEL B o7, HEIHERD20 meg/kgBTHESH
BAE UL BREN CHEESRL, BO60
mg/ke BT 25 238 OB, HB5 3BT
Exemi FiwmEEsSRS. D0 me/ ke BETHIRA

BT - ACREIRT S AR, IR R R R B
shiz, ZOERIESEEDDRRIRD 6 LHED,

BBURRSHIOFICHMETEELTHo L. & 7,
EREOEOMNHED 208 X F60 mg/kgBETHRE SR,
= OERIE 20 me/kg BT EREHEPICIFIOA DS
ﬁf‘%o 7=, 60 me/kg B THATEHE - AckHEPB L

HEHEPRENREFRIFOADERTCH 120, i
éﬁﬁﬁﬁmﬂﬂkﬁij& gHEsht,

FOft, HETREEOFR, B5WY, FH45, ﬁ&

HETOIEED L UHEY, WTIHES, fiEBLTE
REHOEEFHRPERSBIC 1w LIRS
N, BrEiciE, £5REB0ELCRATL EFL
HRBERELT, #5411 —428IEL LTRET
EXBEI N
2) {kE(Fig. 1,2)
e & b SRR B U TR B R & R i 55
E DM B R S Nk o 1oh, #
THE208 L U960 me/ke BETIRE 105 43 A OFEEMN
SAREETETL, HETH60 mg/keFETHIROD
21 BofEiEinESEEEm 2R L.

3) #HEEE(Fig. 3, 4)

HET U A BB (S 260 mg/kgBE TR S 1258 H DF
1 HEMENFTEMICEERRETRL, S
LA RBEHELAELRELTR L. WTHE
S 4 B AT RE L R E R SR OB ICERRED
Y (Rt X A

4) MO MEFIEE (Table 1)
HFERBE L 208 & 060 me/kgBET A AT RE
IENREIENCERLESEER L. EHIK60
mg/kgBETAT M7 Yy ME, ~NEFOEVE, #ill
BRIE L O MCHC BB &M%, MCV, MCH, I/
m&z;w&%mﬁmﬂﬁﬁ el R U, M
B T RATOREEH BT, MWERE LRy
£&%ﬁt®ﬁk§mﬂm6n&ﬁot

O MmREACFIRE (Table 2)
BB L <60 mg/kgBECT A7 3 ¥, A/GB LT
B L O AREMEMICH ERBEE R LA, ol
ORATAE TS RE L SR E 5 & ORICETRE
HoHNhho f‘ .

5)

6) BEEZF(Tabled) -
HC, 208 XU60 mg/kgﬁ’(ii‘ﬂgﬁkﬁt’\ﬂﬂﬁf:b
L UBBOMN ER SR ENICAELBEETRL, &
512, 60 me/kgFETRIBHOMY B L HMERYF




o e

4-(1-AFIITFI)T=Y

Fig.

Body weight (g)

Body weight (g)

600 - | ' | 0 mg/kg
_-_._
6 mg/kg
550
500
450
400 P&
[~ Administration period -
350 1 _ A | ) 1 | _ - | . ) )
1 15 22 29 36 43 (Days)
Days of experiment
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

450

400 |

350

250

200

150

0 mag/kg

_-_

6 mg/kg

——
20 myg/kg

———
60 mo/kg

.,__.E_._

=

| Administration period =~ ———————

1 | 1 IR I |- 1

, L
1 8 15 0 7 14 21 @ 4 (Days)
Before mating o ~ Gestation - . Lactation

Fig. 2 Body weight change of female rats treated.orally with 4-(1-methylethyl) aniline in the cdmbine_d repeat
~ dose and reproductive/developmental toxicity screening test '
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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- (i~methylethy1) aniline in fhe combined repeat
dose and reproductive/developmental toxicity screening test
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CBOBHINH BN SO ERICELEECHEIN, B
BN TOHEBRWERS B CTEEEICHES .

8) HIEAKFHRE (Table 4, 5)

B TR, CBRE, U o, B §, g, T
fefy, PR, MR, B, FRER, BIEB L UROIl
B, (MEOMIE, BMOEMTE(GRIRSEL), B
D oMB L EELE, WROER, WMo oMbk
UiRiE, AEOERGER), U A, Mk, it
EBIUVRELEEE, BoRE, SALES LTRTE
LERg, BASUEOTE— 5 Y ERELY, B
DiSE, FEOBHEE L URELSE (7 v/ —HIiR),
FEAEL, BoMEsy, ABoEREESIUEY
wMASHE IR,

BT, BROEME(FRLERER), KD -
M, BFEikES X UM SN (RnEkREINL) 2208 X
V60 mg/kg BETHESA, 20 bBREBOLEILE
205 X 60 mg/kg BT, IO D o, FSMEM B X
S B 7E N FTHE (FrMBRAE M) 13 60 me/kg BETHHIE
BN NSESARET N F I n L 2.
7, FFRE(y v os—HIB) o FELE, BEylaE (R
HREN) B L IR A60 me/kg BETRD B,
FNFNFEERSGEITHI L.

GigoEEE, FRoRME, HARFE, BEHOR
MBI B & TR MBI EREICER R S A,
HERORERIIHELETED bR P o7, EOMHD
BRIV EFSH D2V EREDELTH - .

e, BREoEMITE (RIEREED), BT -
Mk OEELEA20E L U060 me/kg ETHES R,
VFEROBTR D TR & b I BRI RBEEFFRC
BimL . EEOMLED (RIEERRED) G REEE, 6,
203 X U760 mg/kgBTEAENL, 5, 98X 1060
BHLN, WPHREICER20B L U60 me/kgBECRER
CREEOMBRICEEREFED O R, F, FE(S
g — i OBEFLE B L U600 ma kgl
THHON, Z0) LOELFEORERIFHFREIIHEML

72, WEREOBEYLE M GRIMER L) L B, 6, 2035

L U680 mg/kg B TEFRENL, 2, 3BLUBICED S
h, BRI IE<60 me/kgfF THRAEFR EBEDORHRIC
BRI /NAFERE S BT R
=S, BEOREEIIEITDON o7, 20{b
DPFREIAKA S 5 W RBEOELTo -2, 2B,
AR R T60 me/ke 0 11230 b - B OFHNIE,
HBFEHIIRPLEABE TS L.

e & b (RS L RO FLEOREMICEY
Ty v v—del b T LR, BeRL:

B, CALORREANTITY I THLEEZILRIL.

2. SER4HM

1) %R+ S USHEEE (Table 6)
TERBIURHBIETToRTeffir L.
MEFHEETH, wTIThoRL 24~ 0HEHR
TR LI A RIS b ko iz, ‘
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2) PEHLUHE (Table 7)

60 mg/kg B CaHBREF ICH~MOFHE RO 4 B OEFFE
PRI FHCA R GEEL L, BOFERO4IHDE
FRELEEENERL . o4, 60 mg/keHOIET
B LSt 0B T IR I R FRBE SR Y, &
DRTIREIE, BAEH, ERORE, LEARES LURE

RENIZIZAMLEERL, NER, ARE, SHhEs
S HARCRHBEERD ohido L.
3} HMEROWHE, hESLLUURME
HEROAFERFITAOBCIZD oML Do

7o, WEHEhoOAETIE, 0me/ke T BEEICE
~EHE S B ICEHEFO B ORENRRIFNICERREET
AL

RTIROBMR T, MIRSEIEE 05 EEE, 681U
60 mg/keBETEF NN, 1B L U2 EBI N4,
HEB TEIREEEE 20 mg/kgBTLIHICHES L
=25, WTFRORRBEEFICERNEIEO LN,
7o, E 4B OMIRT, HCHERECRHIREIRE
1, 60 mg/kegBECIFREO SREA DB L REHEL
FhoEg s, MCE60 me/kg B TR BT EILESL
FlcElE S R d, WINORE L EICERSEE

HoHNLdhod.
e
1. RE#EEH
D 60 mg/kg BETABIA G b Zbs L. ET
PIORRAHSMEORE S, RIS, U o5E, A,

B, /g, T8RS, I, EEEER, BB, TR, 2
TRIVRHICEEINS, S5 TRLOMKRIS X ST
BEELRETALEZ LNAFEL LTLEOETR,
MORER LU oft, T2REBEOBESFBE SN
Sy MCRIEROFEREL, EREDEESEOEEM:
R L ARCEHWICE VT, £HHESEOOLEICE
FRAT ABERRENEEEERDQIC)SBILZ L
FRISKTBYY, RKFLSHEEPTRHCLTVWEZ L
6, DICARRALEL 6N, BERYEOEENZEE
B SO T LIS, :
—fEREOBETIE, mﬁmz;wﬁﬂwwﬁag
20 me/kg L EOREBRTHESK, FEHOEDQHI60
mg/kg B OIEH M OB CEENZD o, T =Y
YR B ORE SR OBERBE BT,
EBUAEFEEE LTA MAE Y 2E S BMOZEE
PHESNRTED, FREBETL A PR/ T EED
BIMPEMATED b bh s, BREMCEROEN
BohbicEELA-bOEEZ bRt RECDOWTIE,
AT AFNT o) ORI G Y AF LT ] yODRS:
u;of%ﬂw%ﬂfma*t#%&%@%&@m%ﬁ
Ay (Rt BF (A

FETE, 208 L 060 meg/kgFEOHE L 60 mg/kgﬁd)
TR A [ o CEREE e DI H 5D &, TR T
60 me/ke O THRIHHOPH CBELRL, Th
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ISR TR OB R E k.

HEOMBEERETIE, 208X 060 mg/kgBETA b~
TV RENESEETRL, 60 mg/kg#ETAw b s
U ME, ~EFUEYE, REEES L OMCHC A
&%, MCV, MCHS L Rk ERIBELZRL
P, TREOELIFETROD A P AT OV v ildEIC R
THHEMD L dThidda{iEEsitezrntdalk
EZ b, MEEEERET TR ERS O BEL
O ENRG o i, MEEMFEEETIEE0 mg/kgBFT
BEIRECPEEETRL, A PAEFOEVIIFECE
ALEmMEZRE LD EEL N, F0M, RE
TTNTIyBITA/GHEEETRLLN, oK
S T o7z,

HEESE, MBEESEO mg/kelf, 0205
L U600 mg/kgHECREZRL, HREEFSHDO20E X
60 mg/kg B G D60 me/kgBETEBEERL
7o, HIBFIRCIEBEOZEEts X UMBA LR 20
BLU60 me/kgHTERDH LN, BREBHUSFRETIE
REOEMITHE (FRIMERFREM), MED 5 oM, BELE
B & UREA L (FRILERRE L) AP HERED 20 B L U760
mg/kg BT, HROBIENIHD 60 ma/keBf, #o
208 L UF60 mg/kg BT, AFE(Z v —llR) nEFEiL
B L UBFHIRAR K ASHERE D 60 me/keBE T, THEN
DEEBOEND %\ IIEEORMAT0O bz, 70
i) ol N e A G = 817 = S = e i e P RN O -
ERET AN VT L, ERERS LAEBICL
T LUHRE S LWL FREOBEINERTHI LELZLN
7o, BRI S < MEFRIMER O MBIEES TR T 55541
BOHONZZEHFMONTEYY, T, BEE LW
BTANETFY Y OULBIFHEIMLTWE I L2 BHOE
MG, [ElEdS & RO IS S i E Mo a-+
LIVEMBIEEZZONR, WAL A PATF IV (M
FECERA LB EX shiew, il ME¥HEE
T60 mg/kg BEO M/ MR OBWMP R L ids, FFE,
Mg & UFFHRORBESFRE LB WT, BRSO
FALEMRE T 2 <, MAREDOEMOBHIZHL I
TEhdoi, £7, Bo20B X060 mg/kgBHETHD
HNA-FHEEOEMES L UF60 meg/kgHORIEEED
EfEE, FEESERECH IR bhTEBYE
HE L OMEEIFRHETH - 7.

BEOZEds, &1-AFNIFA)F ) Y ORE
BECE D AMANT /O VS L CELAEES
n, FRGICERTEE2 0N 5 —IRE,  MfER
#ilE, M#FEFEREE, 58, FES L UBRoZ(t
PR D20 mg/kg L DR GETEDO LR, EREE
um&a%smy@mwaﬂWént R

2 iﬁ%&zﬁ . .
CHEEE, CEEEB L USRI B ER S0 EEiE
EHohlhoi.
R TIL60 mg/kgﬁ@?ﬁt@j% 1T E
REMEFRS EFCSE L, EEHEICIERDY
FEOEEIED NP o7, 60 mg/keBETHERED
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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 levet O mg/kg 6 mg/kg 20 mg/kg 60 mg/kg
No. of animals 12 12 12 .12
HCT (%) 44.7+1.9 440%1.1 437%14 40.7 £ 1.2%*
HGB(g/dL) 154 £ 0.5 15.2%05 150205 134 & 0.3%
RBC (X10%/mm®) 8.21 +£0.39 8174028 8.01 +0.39 6.71 £ 0.36%*
MCV (pm?) 54.5+2.0 538+ 14 546+ 1.9 0.8 + 2.6%*
MCH (pg) 18.7 £ 0.7 18705 18706 20.0 + 0.8%*
MCHC (%) 34405 347403 342404 3204+ 054
PLT (X10%/mmd) 1092 + 86 1018 + 160 1199 & 95 1281 + 151
WBC (X10%/mun) 92134 95429 9.7+34 103+24
Differential leukocyte
counts (%) _
NEUT 15+5 16+6 176 15+3
LYMPH 806 9£7 8£6 80+3
MONO 2+1 241 3+1 240
EOSN 1+1 140 140 140
BASO 00 00 00 0+0
LUC 140 1%0 140 140
Methemoglobin (%) 0.7£0.1 08401 1.2 +0.3% 25403
Reticulocyte (%) 28+5 2844 35+ 10 110 = 19*
PT(sec.) 14.5 204 146 207 151 £ 0.7 151%15
APTT (sec.) 253+ 1.1 258418 25.5 £ 2.0 264 = 2.3
Fibrinogen (mg/dL) 223+ 22 23] £ 47 233+28 21812

NEUT:Neutrophil LYMPH: Lymphocyte MONO:Monocyte ECSN:Eosinophil BASO Basophii

LUC: Large unstained cells
Values are expressed as Mean+-5.D.

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

Table2  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 0meg/kg 6 mg/kg 20 meg/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} 330+0.12 331016 333011 358 0,17+
A/G 1.28 £0.09 1274011 1.28 £0.14 140 £ 0.11*
Glucose (mg/dL) 149+ 13 4510 M3+17 149+ 11
Triglyceride (mg/dL) 588+ 219 574296 55.0 322 426173
T.cholesterol (mg/dL) 64 £17 68412 62+9 64 1.
BUN{mg/dL) 137423 134 %27 13.0£2.2 136+ 14
Creatinine (mg/dL) 0.33 1:0.07 0.29 4 0.03 0.27 £0.03 0.28 2 0.04
Tbilirubin (mg/dL) 0.04 = 0.01 0.04 +£0.01 0.04 £0.0L 0.08 = 0.03**
GOT{U/L) 667 VEE-SVE 83+£42 6518
GPT(U/L) 2945 32+6 30+8 2745
ALP(U/L) 364 & 74 336+ 56 352+ 96 383 £ 04
Gamma-GTP (U/L) 04::01 04+02 05+02 05%0.1
Sodium (mmol/L) 1426£20 1423+ 1.1 141.7+07 1420412
Potassium {mmol/L) 409024 398 +0.24 417+030 430 £0.18
Chloride (mmol/L) 106.8 = 1.7 1072417 1066 %17 105.7 + 1.0
Calcium (mg/dL) 9.93 =048 9,714 032 9.64 +0.35 10.03 + 0.50
Iphosphorus {mg/dL} 5.80 = 0.38 548 4 0.46 5.90 4 0.42 6.24 +0.68

Values are expressed as Mean+S.D.

Significant difference from control group; *:P<0.05 **:P<0.01
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Table3  Absolute and relative organ weights of rats treated orally with 4-(1-methylethy!)aniline in the combined

repeat dose and reproductive/developmental toxicity screening test

Dose level Omg/kg 6 mg/kg 20 mg/kg 60 mg/kg
Male
No. of animals examined 12 12 12 12
Body weight (g) 536 £27 525 1 28 513421 508+ 27
Absolute organ-weight
Brain (g) 2.28:-0.10 2.26 +0.08 229 + 0.0 2252000
Thymus (mg) 290 %62 322+ 85 208 + 46 311+ 46
Liver(g) 15.12 + 1.80 1507 £1.05 1582 + 158 ‘1639 1.61
Spleen{g) 0.76 £0.11 0.79+0.11 0.82 +0.09 122 £0.17*
Kidneys(g) 333+£026 3.38 4025 361031 347+ 0.34
Adrenals (mg) 668 666 638 56 £ g+
Testes{g) 3.46::0.30 344+019 3.56£0.20 3514021
Epididymides (mg) 1305 = 144 1322 + 105 1392:£ 115 13704 117
Relative organ weight
Brain {g%) 0.427 £ 0,034 0.431 £0.025 0.447 + 0019 0.445 - 0,028
Thymus {mg%) 53.038 & 10.626 61.461 = 16.356 © 58287 9.984 61.301 £ 8.748
Liver (g%) 2815 +0.218 2871 0.135 3.083 + 0.240% 3.293 + 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 = 0.059** 0.683 £ 0.042*
Adrenals (mg%) 12.375 % 1.524 12,500 4 1.007 12.229 + 1.817 11094 + 1.819
Testes (g%) 05647 - 0.079 0.657 = 0.049 0,695 + 0.052 0.663+ 0.061
Epididymides{mg%) 244.010 4 20.272 253.114 + 31094 271751 & 24.468 270,372 + 27.772
Female
No. of animals examined 12 12 12 11
Body weight (g) 298 £ 26 298 21 30716 29519
Absolute organ weight C _. :
Brain(g) 2.02 2007 2.02+0.08 204 009 1 2.03£0.09
Thywmus (mg) 121546 153478 124 £ 50 T4 +31
Liver{g) 12.85 4 2.21 1251 + 1.23 1352 +£0.90 1443+ 108"
Spleen(g) 051 £0.09 0.54 £0.09 071+ 0.12* 105+ 0.16*
Kidneys (g) 2.04 £ 020 201 +0.20 209+0.12 213%0.16
Adrenals (mg) 76412 73+ 10 77410 B E
Ovaries(mg) 102 +13 98 1+ 19 0214 106+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 40254415243 37.‘35'?’ +£0.820
Liver (%) 42850423 4,198 3 0.342 4413 0328 4,823 £ 0.212%
Spleen (z%) 0.169 £ 0.020 0.181 £ 0023 0.231 +0.032+ 0.351'+0.053+
Kidneys (g%) 0.689 = 0.113 0.675 £ 0.037 0.682 % 0.051 07130048
Adrenals (mg%) 25.715 #: 5.021 24374 +32315 25119 3643 23,808 + 3.283"
Ovaries (mg%) 34.485 -+ 6.284 32.687 + 6.058 33.187 £ 4560 734765+ 4.058
Values are expressed as Mean+S.D.
Significant difference frem control group; *:P<0405 **:P<0.01
e
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Table4  Summary of histological findings with statistical analysis treatéd orally with 4-{1-methylethyl) aniline in
the combined repeat dose and reproductive/developmental toxicity screening test

Male animals Female animals
Dose level (mng/kg) 0 6 20 60 0 6 20 60
Organ  Findings No. of animals necropsied 12 12 12 12 12 12 12 1
CARDIOVASCULAR SYSTEM
. heart
: cellular infilration 5 - - 5 1 - -0
o HEMATOPOIETIC SYSTEM
bone marrow
hematopoiesis, increased 0 0 2 12%* 0 0 4* 10%*
spleen '
congestion 0 0 3 ) 2%+ 0 0] G+ 11+
deposit, pigment 0 0 g** 12+ 0 Q 10%* 11%*
hematopoiesis, extramedullary 0 0 3 12 4 5 9* 10%*
thymus - )
atrophy : 0 - - 0 6 — - 3
squamous metaplasia 1 - - 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 0 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
cellular infiltration, lymphocyte 1 2 2 0 0 0 0 0
microgranutoma 12 i1 10 9 4 5 5 5
hematopoiests, extramedullary ' 0 1} 0 THE 2 2 3 e
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 11 - - 11 2 - - 2
cast, hyaline 1 - - 1 0 - - i
degeneration, vacuolar ¢ - - 0 2 - - 0
dilatation, tubules 2 - - ! 2 - - 0
eosinophilic body 5 - - -9 0 - - 0
cellular infiltration 0 - - 1 0 - - 0
cellular infiltration, lymphocyte 2 - - 2 0 - - 0
microgranuloma 1 - - 0 1 - - ¢
fibrosis 1 - - 0 0 - - 0
REFRODUCTIVE SYSTEM '
testis -
atrophy, seminiferous tuble 1 - - [¢] - - -
epididymis . ' ' -
decrease, sperm 1 - - 0 IR
celludar infiltration, lymphocyte 2 - - g T L ml Z
ENDCRINE SYSTEM ' o o
adrenal gland -
degeneration, vacuolar 3 - - 5 0 - 0
INTEGUMENTARY SYSTEM
skin . -

=squamous cell papillomna ] .- - - -

='henign #.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-{I-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
No. of animals necropsied - 12 12 12 12 12 12 12 11
Organ Findings T123T123T123T123%3 T123T1237T123 T123
CARDIOVASCULAR SYSTEM
heart
cellular infiltration -500 -~ - -- -=- -~ ~500 -100 -+ -~ - - - - =000
HEMATOPOIETIC SYSTEM Co
bone marrow .
hematopoiesis,increased -~ 0 00 - 000 - 200 -1200 -000 -000-400 -1000
spleen .
congestion ~-000-000-300-1200 -000-000-600 -1100
deposit, pigment -000 -000-900-1200 -000 ~000-1000 -11900
hematopoiesis, extramedullary = 0 0 0 - 0 00 ~ 3 00 -1200 - 400 —500-540%-3 70"
thymus ) ) )
atrophy ~000 - -~ === =000 -600 -----~-= -300
squamous metaplasia -1100 --=-=-=-=-==--300 -200 -=-- ~==-=-- =200
DIGESTIVE SYSTEM
liver . .
deposit, pigment -000 -000 -000 -1200 -000 -000-000 ~-1100
fatty change -9%9040 -800 -900¢ ~-600 ~-100-000-000 -100
hypertrophy, hepatocyte ~-000 -000 -000-600 -000>-000-000 -3200
necrosis -000¢6 -100 ~0090 -000 ~-300-100-300 -200
single cell necresis - 100 -000 -000 -000 -000-000-200-100
accumulationofmacrophage.—-O00—'000—100—000 -100 ~-000-000 -0020
cellular infiltration, lymphoeyte - 1 0 0 - 2 0 0 - 20606 -000 ~000 -0060-000 -0200
microgranufoma -1200 -100 -10000 -9%00 -4060 -500~-500 -500
hematopoiesis, extramedullary - 0 00 - 000 -0 00 -700 -200 -200-120 -360%
herniation ~-000 -000 -000-000 ~-000-1006-000 ~000
proliferation, bile duct -000 ~-000 -000 -000 -000-000-000 -10020
URINARY SYSTEM C
kidney
basophilic tubules -n100 ~---- --~=-=-=-1100¢ -2060 ---=-=~--= -2 00
cast, hyaline -100 ----=-=-=-~--1Y00 -000 ~-~-~=-=-- -1 40
degeneration,vacuolar . - 0 00 - - - - - - - - 000 -200 - - - -+~ -~ -0 00
dilatation, tubules - 2600 ------=-=-=-1400 -200 -----=--- - 0090
eosinophilicbody . ~-500 ---------900¢ -000 --"--"- -+~ -000
cellular infiliration -000 ---~ +--=-=--100 -000+=-----=-- -000
cellular infiltration, lymphoeyte = 2 0 0 - - — - - = = - 2200 -000 ~ ~ - - - - - - - 000
micrograndloma 100 - - - - 000 DL 00 - m e e -00¢0
fibrosis -100-------=-000 -000 =~~~ - -- -000
REPRODUCTIVE SYSTEM - .
testis . ) ] .
atrophy, semipiferoustuble - 1 ¢ 0 - - - - - - - - -0 0 @ - - P - - - = —m =
epididymis ' ' :
decreage, sperm 100 --=-- --=-= 000 - ===~ == - - - -
cellular infiltration, lymphoeyte = 2 0 0 - - - - - - — = =300 - - - - - - - - - - - - - - -
ENDOCRINE SYSTEM
adrenal gland
degeneration, vacuaolar -300 -----=- -~ -500 -000 - -+ -=-~-=- - -000
INTEGUMENTRY SYSTEM ‘
skin ' (@
=squamous cell papilloma -~ - - - - - - - -~ - - - - - - - - - - - - o - oo 1 - - -
Titumer I:slight 2:moderate 3.marked
=:benign # malignant .
( ) :No. of animals examined microscopically at thissite.  —: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 combmed
repeat dose and reproductive/developmental toxicity screening test -
Dose level 0 mg/kg 6 markg 20 mg/kg 60 mg/kg
No. of pairs mated i2 12 12 12
No. of pairs copulated 12 12 12 12
No. of pregnant females 12 12 12 iz
Copulation index (%) a) 100.0 100.0 100.0 100.0
Fertility index (%)h) 100.0 100.0 100.0 100.0
Estrus cycle (days,Mean+3.D.) 42504 4505 1.7+086 4.7+06

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

Table7  Findings of delivery it 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 O mg/kg 8 mg/ke 20 mg/kg 60 mg/kg
No. of dams abserved 12 12 2 11
No. of dams delivered live pups i2 2 12 11
Duration of gestation{Mean + S.D.) 227405 223405 226105 222404
No. of total corpora lutea (Mean £ S.1),) 213{17.8 £ 2.6) 202{16.8 £ 2.8) 208(17.3 £1.9) 212(19,3 £3.5)
No. of total implants (Mean + S.D.} 201(16.8 £2.3) 183(15.3 :3.3) 191(16.9 £ 1.3} 183{16.6 £ 2.3)
No. of total pups born (Mean = S.D.) 191(i59+ 1.8} 172(14.3+3.2) 177{14.8 +3.2) 172 ({5.6 £ 25)
No. of total live pups born (Mean + 5.D.) 161({15.9 + 1.8) 169(14.1 £3.1) 176(34.7£3.1) 172(16.6 = 2.5}
Male ) 88( 7.3+1.7)° 82( 68270 83( 6.6x2.8)° 80( 73x£21)7
Female 163( 86 +25)" 8§7( 7.3:£30)° 97( 81+3.3)" 92( 84307
Sex ratio (male/female, Mean £ S.1.) 1.06 £ 0.87 1.27 +£0.99 095048 1.01 +0.56
No. of total live pups on day 4(Mean +-5.D,) )
Male 85( 7.1+ 1.9) 78( 6.5 +2.8) 77( 6.4 £2.6) 68( 624 18)
Female 97( 8.1+2.2) 82( 6.8 3.0} 94( 78 +3.2) 81{ 74£32)
No. of total dead pups born (Mean = S.0.) 0( 0.0 £0.0) 3( 0.3 +0.6) 1¢ 0.140.3} 0L 0.0£0.0)
stillbirth 0( 0.0£0.0) 0( 0.00.0) 1( 0.1£03) 0{ 00=00)
) cannibalism 0( 0.0£0.0) 3( 0.3 :0.6) o( 00L0.0) 0 0.0£00)
Gestation index{%) ¥ 100.0 1000 100.0 1000
Implantation index (%,Mean S.D.) * 947459 90.1 + 11.3 925103 875+ 113
Deli\ic_zry index (%,Mean $.D.) ¢ 95445 94056 91.8 % 15.2 4067
Live birth index (%,Mean S.D.) 2 100,000 98.4+ 3.9 9954 1.8 lGG.QI:t a0
o . Viability index on day 4(%,Mean S.D.} ¢ , L
s Male 96.4 £ 89 94.3 £10.7 985+ 52 85.7 + 14.1*
!  Fernale 95.1 52 9463108 972453 86.4 £ 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

&) (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
Sigmificant difference from control group; *:P<0.05
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