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3. E#H

N-TF 7= 0 (EREE: I<i) . 1. 5 X025 mg/kg/day % . Sprague-Dawley
% SPF T v b, HEIZIIAZERRT 14 AN 2 5B 2@ L CHRATA £ ¢ (428
) . MEIZ I ZRER AT 14 H BN 2 AR EC I R QYR 2@ L CE%L 4 B £ T (41~53
BR) Mo &s L, KERGEEEROCEMBEAEHEOBRSIZ SOV TRET LT,

31 REESEH
— R RE, RERVEERICIIERDEREOEEIIRD O o7,
JRHEFRE ClX, IR CKREYL L EEOREN 25 mg/kg HSHOMBEICH LN, 1B
BAFEILEOHEMM S mgkg UL EOREFHOMEREZ, $i7 &N OTTEDS 5 mg/kg PA E
DOFEGROBEIT, S5I2H oMd 25 mg/kg TS HOMBICBREIN:, £z, FiRT
7 o R—HROBFILED 25 mg/ke HEFEOME, BN ELOTLED 25 mgkg 5
HoiclgEsh, BB CTEEDOBMED 25 mg/kg HEHOMICRD b,

32 HEHE4ESH

HEY, REETCICELZBK,. RER, #ER, ZHRE, HER, SRE, =
K, BRES., FRE, HERE, HERBRUCHAERICERYWER S ORLEITER
HohT, BAHBPOBBEREBIZORERRDOONRZNI L0, 25 mg/kg |58
WZRBWT LB O RIE, REERVUZBIE. BEBYOERERS, SREOHEE
T8 & OETERSRE~ DR EIT oV &Il LTz,

HAER G, HAERONREE, HARKUOER 4 B OMBEAEL OIS, £12
4 B OEFERR BB RICHEBRYER GIZ L 52 EITRBO oo T,

INODEERNS, ARBREGET ON-ZFAT =Y U EREROIBET S LICX
0. MEHED 5 mg/kg P EDOBIRICHERYER G ICER T B ERESI N, Lk
2T, AEBRYEOMEDYIC KT 5 RERSEERICHTSBREERVCESEHRIX
MERET 1 mgskg EHIBT L7z, F7o, HEREREM L REMpIC T 2B EBFEITTT
LZEEERROEZEMEIIVTND 25 mg/kg UL L& HET LT,
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4, WE
ErHp#E EXARR HEFTER LEOREZEARZORMICLY, NxF

AF=Y 07y PERWEROREC LIMBLMBEMBLRERL 20T, £
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5. BREBHMHRUAEE
51 HERYMERUVER
5.1.1 BER N E
N-ZF LT =Y i

A-2272, BEAHEERD

£ P

BFRA TR

CAS & &
BERATRERER
G SRR

533K

o1&
FIRIZR T 2R
R

Rl

R

AIE

AR B

TEfRE

Gl R
AR

fE (GC)
Nt
LB (20/20)
BT n20/D
AFE
RIFEFT

DUToE#RE EBICEA L, E£2,
HERBHIGRTICRABRN AR ML OBPIEIC L DV EBEIEREINLTWS (REBRES

N-mF N7 =) v
N-Ethylaniline
103-69-5

3-118, 3-206

NHCH,CH,

CgzH; N
121.18
HEFRHEE
IR
-63.5°C
204°C
133Pa/38.5°C
4.2

SW TN RUBY
e K
91°C

479°C

99.5%

REA

0.9623

1.5544

1000 mL (500 mL ; 2 &)

Y, WIERT (MEEN. FAE
3~6°C) IZfRTFF LT,
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REEH SRR ERGFEROE 2 B 4 PR
mERRE

BV EoRE EERZ OB E 7T, v A7 RHEIRSE, R
FREOFYRERLERAL, BEEOEMEIEL
Teo WMDFNEIZ, T BEEZRED, 98B0 EL
77

ZEM BRETR Y VY —F v o ¥ —HBR B TR 55
M T HRICEKERDE OFRNBIRA RS M2 HER
L7 R, EREHBNICHE LIZSBAT MLrEiZ
R TH V RESE (RESBOIREEME : 3~8°C)
WIS o Tz (RTER2)

FRE OB WY S g 2EERE & UCHES TR E
RERIHRE L, BRBRRUOITRTROZREIX
S TREAEWLS LTz,

5.1.2 B4R

AR A it

REE AR A&

g AAREKRF/FH

oy NS 0607

REFERIE iR

RSB ET TG FEET5E 2 BFSEAR 4 R E R =

BB BEEIZOWTIE N-EFAT =T 05y FEAWS 28 BRIKERO®R S S
MERBICFER SN TWS, F7-, ARERITHESI - THEM L7~ THPLC Z Wz N-=F
NT =V OWBRIKPRBERNEEANAY S —va VROEERRR (EE  d<l) |
(BHRESHER YV —F o 7 —HBES : A-2272) ITBWT, I<vHP TOHKRY
BORERIZBIFLAERAE LA TS Z D, IvwlERIRLE,

52 HREHORABRVRESZ
5.2.1 HERIR5EROER

WRIKTHA Y HOWMBRME LTV &S AN, SRERERE L TCHEROHEAK L1
BT AR LT SV B R LN LAE L, WEIZHEHAT S E THBRIK L
BRICIRTF LT,

522 BEREOAHEVEREF

BEIZLCLEROERMESFERL, BEPMIBHIE%Z, SERICART
v 7LTC, 033, 1.7 R0'83 mg/mL i (K, FROBHEHRER) 2+ CHAR

13
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Lz, ABIZER7BS2—fE L TITV, AR LAEBRIKITBET 7 JRICANL TE
BT (AREN. FFAME : 1~10°C, EJHE : 3~9°C) HEL., TEMHOMR Ihi-#
BN CHRECHER Uz, BEIEA Y BICEI I — =& F VBRI E S CEA
sy Uiz,

52.3 BEREORTER

AEBRHE D 0.3 KU 100 mg/mL ¥EHR (& . S~ 1L, BEaT I I ANE
B GARERN. FAME: 1~10°C) T 7 HRE., 20BERT U BHEEETHLZLE
BREER Y VS —F 2 ¥ —CHIBEIN TS BREER Y VY —F 27—
BREE - A-2272, IRTERE3)

5.2.4 BERBD B

HO®RSE 1BEERS 6HD 2E, #EICAWVWDIRRBEOHRIKIZTOWVWT, BEIZEE
AT 3NN VY —F ¥ — HEEHERT CHPLC BIC L 0 BERR
EEBELE, TORKE FRERICBIIRTBEIINTHIERDEOI ST
98.8~108.2% TH Y, WTFN LHFAREN (RE : RRMEICKT AEE ; 100.0+10.0%)
Thole (BRMFEE 4, 5) . DITEOHREZ LLTICRT,

[ 7E xS AEEYE
wEBmE o— %%ﬁﬁ%gkbfﬁﬁbto
4 Fr : N-ZF LT =V
oy NEE : VCNBD
ol : 99.5%
REFIE : W, HEERT (AEEN GFAE : 1~10°C, EJIE
2~8°C) IZRFFELTZ, ]
RIFIHAT : HEBMIEET R ERTEEROCECEBEEYE
RAFGEET
[BRE]
A4 Z% A—h—
mH )= HPLC TSR T M EH
AH =) HPLC M Thermo Fisher Scientific, Inc.
FEK Milli-Q KB 2T A
[ A28
1) HPLC AT A
HESR 4 J ORI Xy —
HPLC 2695 E L — g VE D 2L
ek 2487 F = 7 /L A UV/VIS B 5 Waters Corporation
5 X GBI IL=TLAM I ue b ST 4R —

14
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2) K¥
a4 kORI A—p—
S A EMEF KFE AE240 Mettler-Toledo AG
3) FOMOEER
Baaa R OB A—J—
Milli-Q ABiEL X7 A Milli-Q Advantage A10 Millipore Corporation
S=ly—5 T460 Elma Hans Schmidbauer GmbH & CoKG
FRIEOFARY
HPLC &M [RfIK,/ A% /) — (35:65. v/v) ]
AE : FEELK
AZ ) =)
LT Ik : K 350 mL & A ¥ —/ 650 mL #iB& L7z,
i A #ARR : % 30 BUHN (RRFEITFARAEF R E TIZEARL
7o )
[E YRR DR
PTICRT Lo, BRREEY ARFE L,
AR BB HERE (g) EAE (mL) | ANEE (ppg/ml)
EHERR N-=F AT =Y 0.0202 X i 0.0201] 100 202 X 201

B =y ) —

[EEIEEHE OFRE
UTIORT L5, EEREE AR L,

Eb W FEGE FEE (mL) ERE (mL) FHEE (pg/ml)
FEIRERER FEUEFIR 2.5 50 10.1
EHENIK FroBR e UK 2 20 1.01

B w2 s —n

[ E ERFEL D FRRL]

0.33, 1.7 RU' 83 mg/mL #BHIKE TN Fh n=1 THER L, LTFORIZRT X 95 ICH]
EERFE 2 ARFAM L, 2B, 1 R&ER T EET 2B E ROE URFEE.
ERE LT,

BEBRIE 1 RAER 2RAER IHAIR FIRR
{mg/mL) BRE EEE ROE EAER ERE ERE
{mL) (mL) (mL) (mL) {mL) {mL)
0.33 1 100 1.5 5 1000/3
1.7 1 100 2 30 1500
8.3 1 100 2 30 2 10 7500

W2 ) —

15



R-1061

[HPLC #7E &4F]
BT b : Mightysil RP-18 GP 150 x 4.6 mm, 5 pm (BIB{LEE
Az=th)
BT AEIRFER ERE
: 40°C
HPLC %818 : FERIK, A K ) —b (35:65, v/v)
WME ; 1.0 mL/min
b Jaw! : UV (HIEHE K 254 nm)
A— Y77 —RERE
10°C
EAE : 10 pL
I E R : 11 min
BAER :
BAER | EAEK EANE
1 3 BRI (VA7 MEAN)
2 3 EERR (CREA)
3 1 BEERHEE (0.33 mg/mL)
4 1 BEERFAR (1.7 mg/mL)
5 1 BEERBE (8.3 mg/mL)
FE U R OV E R O RIRE I, I BT 24 BERIDIPIC M L, 7R
B, NUF =y VRRT. A — R LT T — N 24 BEEORAFL E A R
INTW5,
[EIE > AT LA

BIEBRIEREICIEMEYRIR % HPLC ~3 BELEFEA L TN-=F L7 = U  OREFFR M &
Ve — 7 BROBHEMEZ R L,
FMEEYE - RERE R Y — 7 mEOMEMMERERZED 5% T,
Z DR N-ZF T =V o ORFFIFRH O HEEFEZEIL 0.0%, v'— 7 mEOHEX
EHEREIT06%LUT L, WTFNHEED 5% U TR/ LT\, TOZ EbAME
EBIEVAT AOREBERRIESINI-PTERI NI,

(EBRIE R N-mF AT =Y VBEOEH]

EHESIE % HPLC ~3EEALTCN-ZmF LT =Y O —7 BREOFEHME (Qs) *
K, WICHEERRE % HPLC ~ 1 [EEALT N-ZFAT =) O — 7 Eff
Q) kD, UTORICLVHBRETO N-mFAT =) VIBERBH L, £,
FREICKHT 2EIE (%) ZEH L,

WRIEP N-=F LT =) ViBE (mg/ml) = 8; x A xF x W

16
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Qt: MIEEARB PO N-mF LT =Y v — 7 HEHE
Qs : BEEWIKD N-=F LT =V VO — 7 HE
A EBEEBRPON-=FAT =Y VEE (ug/ml)

F  #RE

53 HERBVMERURMKOEREHR

BUERBETA FIA VLD lEZAVERBRALEL ERTWHWEZ END
Ty bEBR L, $72. ZORBRICERINEZREOT v MI—xEERBR. &5
BABHRBRIZES VWL, 20, TOBERICHMONTRY., ERENEE
ThHhHZEPLER LR,

54 BRI

Sprague-Dawley 52 SPF < » b [(Crl:CD(SD), BAF ¥ —/ R « U X—Xer, E
AEBFTELZ—) O 62 I3 ZNFh S EBTAFEY L, AWMELZEL 1 HEE
BLUT, 3 HHOREBRZET 20 BRIOHHLEET 217072, 2O, —REOH
2 (1E/H) . #FEAZE @Mk 1, 3, 10, 17X V20 Ho S[E) ROEERE Bk
475 178D 14 HBM) 2FELEZ, TOBEE, —RKREBEROHERAMICEER 2L,
REEMSBA I MERE 48 IEA IR L, 10 @M CREICHER L, 2, HEHIz-
WL, IERBRERBEH, BEH., BEBRMROCEBEREIICHSEL, Zhb0BE
N 4~5 B IR ESNBWESEERAMEE & Lz, BMRE - BIbHm S
DOEFEEHENE REVBEIOFE~FESTEOKERE) X V&%, BH5T%E (&S
BIEORIE) OBREIZLVERLL., EHOFEHEENRTEAILTHELRDII>%
BB 2, EAROEF TR oy Ya— 20T oy 7 EEER VEESRH
BEOMAEDE (Toy JEBECHERBEZIER L, KBREROBHENOERESZ
BAEAIZHIYU TR) TiToln, BEHMERFOFESBIIMET 368~434g (EHRAE .
394 g) | MET234~280¢g (CEWIAE :254g) Tho7z, BOUMNLERA S N8O
25, HE 4TI R GFRBRICRBMN LR L AOFRZ BN L L T EBRELSE
WZBE L, R0 o 14 T ELEEY & U CIHRIRE L20s, REICAW o1
Tedh, RERTRICRBROOBRIL, AOFAZERN L LTHNERAFTLEICBE L
7zs

) RERHERCRE, BRERIIMEES 60 IETh o7/, ERICIIMES 62 EAMASH

77e

55 MHEEH

iy, BB 23+3°C (FERIMH : 21~29°C, 26°C 2> 5 D&M 9 EA bz 23, Wi
Uh 30 INIZIEIR L, BEMEIE 29°C) | FERHEE 50+20% (EHIME : 40~70%) .
HasEIEL 10~15 [B/REfE. BRER 12 ¢/ B (07:00~19:00) OEMHEE (MEEES .
808 B=E) T/ Iy FREBRM/I — (W254xD350xH170 mm : Y — Rz ¥=

17
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TV TS @R, RERITMEREE 1T 2ICERAE L, k., R
17 B4 BE T K (RUA 7L —7 : BAFy—L A« UXN—BA&E
) AN I AFy sBzarr—Y (W340xD400xH185 mm : BAZ L 7R
&) 12 1 EEATNAE L, FEHI NMF B (MSERE. V0 ZVBERT
ERRREH., 7y FEB ;0 100518, 100611, 100713) # AT L ABUAEERIC LY B
HIZEIR S Wiz, BOBKITIAKEA (EEBREHEKEK : BE8RAKEEER) ZHHIC
BEREEE, 2EL, P9RF v 78 a r—URE LT AR AEZ
L7z, BRI EOCKRBEFTORBAMEZEICE L CTid, #EEEX Eurofins Scientific
Analytice T L= EREZENENAF L, KBIZ DWW TIX, Eurofins Scientific
Analytice TEHIH) (FF 6 B]) IZEM LIz afEREAFE Lz, BREKIZOWTIE, K
BECER LEKEOSHE SR ELT v 7R Et (Rf4 - HEEBRRER V¥
—HEREt) ICEHR (FE4E) IEEL, BREAFRLL, 2hbDF—2 1388
RARICEEEEZHFHREDORN L2HER L., PTREEOCELEARELE,

56  EithoiER

W OEEHINIAR B N EELZ ST TiTo 1o, BERTHRIL, HRROGE
EEZL (KB, B, PRUOSHEDIE) K4HTDOESE2 2T, 23, 1000 DAL
VEBE, 100 DAL (0FBZHE, 1 FLZHE) | 108 1 OMIFREEESE Lz, 887 —
DICRER (B) LA TLEFr—USLEAT, RBRES. BRERK. B5
B % BMES, FESS, IRTER () . KBRS B (M) RSB (#)
R L7,

57 HEE5EB. BEHBAUVESRERE Th - DRIREH

B E#EBIE, OECD Guideline for Testing of Chemicals 421 {Z# U, B O E %8R
LT, BREMBIIHET 42 BR (GOBRRT 14 BRI, ZERHEL2E L THRITEET) |
RECEEDOMET 41~53 HIE (ZCECAT 14 AR, REEH MR CEIRMM 2B L T4 B F
T) &L, iZL, RETH- -8 (BMDES : 1105 KT 4107) (&2 Tt 40
Xix43HE L, ¥, 2RECHSY (EWES :2110) oW TIE39HME L
7ro FHEHIIRKERSRBTROZITbA TS 1B/ (7TEAE) &L,

58 WE5AHE

BEFEE, TomEOROBRECEL T RALMERARSE L Lz, BESE
iX3mlkgREE L, 7V T NAEY U TFERWTERERZ 18 1H, 08:31~12:18
ORICRER OB E L, 1275 LB SRR Th - -8 S0k T 2% - T,
14:41~15:56 OFNCHEE L7z, sHREBICIIEE (<) oArZERICES L, @
TeDRERE (FRENM 01 mL, PMEETMEEERA) 13, BbRofFELE
HIZEH L,

18



R-1061

59 KBREERUEERK
BEEL1, SRU2S mghkgD3HEE L, $ELRETOBEELINZ 4 BH#ERK L
L. 1RBEU- 0 OIS B CMEES 12088 LTz, BHEREZE 111U R LT,

& 11-1. B E

pgpe | OB BEIRE R | 1 | won | waws
O 0 N B I B
EREN | 033 | 1| aoians
HRER | S 17 N ol I i
Amas | 23 83 s || 12 | ot

510 BS5=0ORTERN

BERIT, BIEEHELEZIN-mFAT =) DTy he A5 28 BRIREROKRE
FERR, MEEAN SEEDHRERZE2EN, BE5& 1, 5. 25, XU 125 mg/kg!
DREREBEBICHRE LY, —RIE, AEROHERE CIT 125 my/kg B5REO M
TFT ) —E, REEKOCROBENL., HEEBR EOERNA LI, KEEMOIMH
ROBHEORBLHHEICERD b, MEFEROCMEEFRETIX S mgkg L EOE
EHTWTNRLEERA MTE7 o EFROEM. A 2V /MEREIRLERO H
A5 BB O RN 7 e b R O&ERE. 25 me/kg L OB ERTY
U oA, 125 mg/kg WEHOBEL D WIIMETREIAEVRETAVT I VD
whm, m/AMRER O MY o ADEDRED bz, HEERETIE S mgkg RGO
R O 25 mg/kg LA E D 5B O MM THIREROEMAT O b, MEFEMICII~E
T U B RORFERRENEMEOBEM, 5 i, MERREH Y o BROBA 3
Dohilc, £7o, ~EVT Y VIEFIFBECERICORD O, RFERRELTTE
FTRNEHEOIFBIZERD bz, UL LI N-ZmF AT =) DT v h~DOEE
WZEY A MAE 2 EUMERTERICEE S WM ARER Ui, BEESEIIMRH
EHiZ 1 mg/kg/day EHEE ST, Liad- T, BBAMBEERRICBIT2REER
OB EREOBENTRIND 25mgkg #EHAEL L, LLITAL S TRL
TS5 kW imgkg ZFENEhHFECEHAEICERET S,

511 HBERUBREDEE

RRAOERDL, REFGEZERE 1R, 5 1820 72ksE 1H, R
FEZER o, SR TREZRIL O, HER (WAR) 2MEOR (B%0R) &
L. UTFORIHEHBIZOWT, TR EhRHOFFICBHER REZ FEE L7,

19
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5.11.1 —RIREDHE

EfEEICOWT, BIb#REPIIED 1B, RE5EHMRAPIIER 38 (RE5H, K5EH
BROBER 2BH18) | ThEhfak, £BRE, €% TORUCH YR ED
—RBBICBITAIRFEOFEELBE L, 2B, ERABT O E FITFKE> TOE
R BEN., FIR 0, 7. 14 R O20 RIZ{T- 72,

5.11.2 AEAE

B EIR e EEIc oV C, Bk 1, 3. 10, 17 RO20 BICEEZRE L, #
IR E 1, 4, 8, 11, 15, 18, 22, 25, 29, 32, 36. 39, 42 BRUOEKR AT, HEXE
51, 4, 8. 11, 158 CGRREBEMITEHAM P O®KS 18, 22 RW25 B) | 4R 0,
4,7, 11, 14, 17T RV20 B, I 0BRGN 4 B QU BICEERRIE Lz, 2B,
FHOSGBEBFICOBROKR T NHER INZEAEOIZI 0 B DOEERIE (13:58~16:49)
ZBRE. 08:36~11:18 DRMICHEERIEZITo 7, TR B OEEIZRTIA 5 16 RefEiE
BIE-%, AABEEEERICHE X T 07:55~08:42 OBEICHIE L 7=,

5.11.3 Ef=E T

EEEIZOWT, HERERES 1, 4, 8, 11, 15, 32, 36, 39 RN 42 BT, MEX&RE 1,
4, 8. 1M1 EWN1I5 B, R 1. 4. 7. 11, 14, 17K O20 BIFE U2 ROV 4 HIiZHE
FEEZAEL. FRORERLOENS 1KY 00 1 REHFEZEH L, KR
R OBREEEORIEL 08:22~11:34 DREIZIT2 T2,

5114  BERE

B 2RI T, B2 R O Lz, RSMM PR oL
T REBEEA DL RRSED bSETEE CFAIT) B R TR L, SR LT,
BSRRITREATN, BEH. R EMRCBHRENICE L. DU b
REOHEE | ARSI 1B R EBRER R CRHEH O RORHER S T
DR B BT, ZEMM P EENOBT O R EE AL,

511.5 REAHZE

RECHIHR MK TR, FAURSHOREBEOMHESY 111 TRERRBE Y., 33,
BRERD 5V IERR IO T ERR L b OR KRR E B Lz, KREEA %
0HLHEELCRRE CIRELEARERE T, R—lHc L 2 FEHMEEE 13 8
MThHoTr,

5.11.6 SHEBEUVHERE

1) BEHOBE

RROWER SN IT2F B ARSI, SRECREOHFESBE L,
SRAET ORER (B3 0 B ORERVEIE) 13, k21 8225 25 BE TOFRIE T
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%1 B 2E (FEiE25 BIXFaT 10EE Tz 1@) fTo7, EEMEIX 0.5 HEAALT
FRL, T BB TEHLE, BB 1ITRETIKERTLTIWEGES, £0OHZEA0
BHE L, ST L8 RBEVCEREONBOEELBIER, B 48 E
THARPHE S, RED, BEERRUOBRALHEIEL LUHEEREBZBE L7, 2%
L7-REiidfeil 5 RICHRESREICM Lz, 2B, &FIk 25 B OFR7 10 B Cliody
BT Liphho 7ot BB 1 F (83E5 1105) | 5 mg/kg 58D 14 (BWES
3110) KR 25 mg/kg B E5-#O 1] (BWES 4107) X, =— 7 VHKERT CHEXEIR
I & 0 Bt S8, REEREICHE Lz, EROFELHRE L, ZO/HKE.
5 mg/kg B EEHD 16 (EHES 3110) IXFENICKEWRIEEL 1 LR SN0,
MOBHIIBEENRD LN o2 OREL L, ERABP 0T — & 2 et &
DA LTE,

2) HAEROBIE

HAR (% 08) KHERBRUFEEREL X 72, HERIARBREORESL
BEY L, MHZHELCREXRE L%, BT IS, AREERII=
— VRIS L D BRI E G2, U ERIBE 10 vol% k< U VIRICEE L, &£
FLiz, HEROAFROER A% 4B ETER 1 BITo7, 7ok, HERKRURET
WRIxBEE LT,

A 4 BICERERRIE LR, €62 =—7 VRRERT CBE L. BEXEIRDIKIC X
DM ERAE S HFR ATV, FHAAKR, B, BR2S0RE -HAB0oRFORELR

ARz, B HAEROEEZEEINCEE L. SEES CHEERNCESEEZEH L,
) : GEEROMIERE., BEOAYWRLLETH,. OEOEAAPH, RBPLENMOKEE, BR, £
FEONRT A, BIREODRAPRE S, NEROEH, BHoR S, B, #, KB,
MESOR S, Bk, B0k, RBROELEOARAT LV AEELCEEL, EELER2E
AERRELLE,

Wl

5117  REZKRE
1) HRECEEERRE
BREERRCETOEFEIMICOVNT, =—F ARET CHEXEIIREIENIC X 0 K
MEIF S, ZhEhEsE, Ef, WM, B2 E8ed0RE - BORRBIZ X
DR EAES 2TV, BREREE L, k. BEMIZ oW T HIREFICE AR
ROEREBERER X T2, WWT, I, B, g, SERUCERLFEOEELAE
L7, BRWEEE (BHER) LHRBOFENGHEE 100 g4/-) oMM EEL RN
L7, 8. BHE, BEEEARUBBICOWTRELGMAICEIE L., ZOAHMETHE
fili L7z, 8E0R 25 B R REM R ORI P Ic 2 EIRNET LI-BEMIic >\ Tt
BB S E%, FRLEZ, 28, TNOHBELLELNLT —FIZ OV TE,
FEHRNTIC B O IR o T,
2) AEHEERE
ZTOREIZONT, UTICrnT2RENRBEMEMEL U ERIEE 10 vol% kL~
UUVETEEL, RELE, RESMOMIIIEERIZY VBRIEE 10 vol%kR i~ U
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VIBEEANLT, BEEOKEE AT 7 VI TEELRZE., U EBREE 10 vol%ik
N ) RICBEELRF Lz, RWT, X370 vaB Lk, G &L (BT
W (FAEREE LZEN) BEE - REOAELE) A~ bFx VY-t Py H-
E) %1707, BERIT, MBEROEHERY QNI 25 B R oW &R O sLEIRH
FICRFEERAIET L-BEHO2BEEOSREN SR T 28 0Bk
BRI DOV T T2 12, WAAMEOREICO>WCIERIZHEHE L, BiE, B, 5
B ORBEEAROCHEIIEMA, FERXEABLER L, T0OKE. BHERHECHER
WEHREIZ LA BB RN IFBE CEBIZ OV, FERMEHER 8 DEaflic
DWTER L, B, BERIZOWTIIH-ERLEERTCEHRBRYWEREDEENRRD L
Nipinolzlzd, PASREERIZIZBRIIIThRbo72, £, BRETRT MFEE
HME] IFBE IR 2u-2 v 7 OB NG X ABEX
Tl olz,

FPlgR, AR, NS, RER. R LA, B, WRE. IR, FE. B, RIRMNE
HEAL, BEEAE (BELEE LIZET)

512 fRrEtEH
5121 NS A—2DEH

UTORIZE Y RRBER, #EE, TIREROCHERIIHZ L, TIREIMN., FKRE,
WERR, SERER, HAER AR 4BEER £ 0K 04 BOBAEROMEIT
B8 L ICEH L., B, HAROKEIIREY Z L HHERNICESEE RO,

RBE%) = REBME/FREESME) 100

BHE) = (A2 ERS -/ R Liz#EoR) 100

ZHER%) = (R L=/ R U-EOR) x100
RS = R0 B LA TORK

HER %) = (4R HEES/EIRMEE) <100

ERE(%) = (FERER/FEEE) x100

WE (%) = GEERS/HA RS KR OFEEIRE) =100

ARRFER%) = UNREFREBU/HARS) =100

HAR %) = (HAERB/EREL) x100

A% 4 BAEGFER) = (% 4 BOEFRE/EAERE) <100

A% 0 H OMEL = HEH A B/ A R B

Atk 4 B O = &% 4 BOBATRRE/AR 4 BOETFREK

5.12.2 BE

Fe BB KRR L OB OW KN EEROREL T 1=,

RE, REHEME (B &5 1~42 5, 8 &5 1~15 B, &% 0~20 B RO 0~4
H., HAER : £% 0~ H) | BifE RESGRESARK. A (BREEH) | B
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ECIRE LA, MIRMIR. R, FREER, £, %t (ER0RT4R)
ROBREER (8., JIRBEERE) 13, BILIOEDERIZERZZ KD, RICRT
BAROFEZ > TRE LD DY,

RO THELATERE

Bartlett f& 7F

R A%

p>0.01, F 51

p<0.01, FEFEZB

Dunnett Dunnett %4
BT mean rank test
p<0.05,0.01 p<0.05,0.01
AR A% 7E Wﬁfﬂ'ﬁ‘ﬁ &
MPRRET

ERE, FHERE, ARBER, HEBROES 4 BEFRIZCOWVTIR, BJLIC
EE R CEHERZE %KD, Dunnett & mean rank test {2 X 0 EHEMNOEZDORE (B
EKHE 0.05 RTR0.01, W) %4F-72 %,

RRE, BREER, ZRE, HERIT, SHOREEWER. M2 TR X -k,
iEREE R, AT ESEEBME I D EH L. Yeates DB EICL S ¥ REZIT
o7 (AE/KHEE0.05 RU0.01, W) ., =7 L., SIFEERSUTOEARAELND
B &I Fisher OEERERFHEIRICL VREEZT o7 (BEKE 0.05 LV 0.01, @{H])

)
o
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6. HBRER

6.1 —f&iKEE (Table 1-1~1-4, Appendix 1-1~1-16)

HETE, WThogpicb58MZE8 L CRBIIADNR» T,

HECIE, R OE TR 25 mg/kg BE5EHO 1 6l (BEE 4111) TR
HIZA LN, 1PIOHRDREBETHDZ L, BREEELEHE L,

6.2 {KE (Fig. 1. 2. Table 2-1~2-4, Appendix 2-1~2-16)

HETIE, XRELEEBRMEREHLOMIIARZEIRBO ool

METIX, S RN 25 mg/kg B E-FE TR L OMICEEZIRD O o T, £D
ft. 1 mg/kg 1&"5%'(*@6}3!1&5%‘3?3430)%%%%% CHBIAMEMERERD ST,
FAEREOBEERRN LG, BREAEL & HB L,

6.3 {Ef§E (Fig. 3. 4, Table 3-1~3-4, Appendix 3-1~3-16)

MRS BT, WRPBEREIZLDLEZONAEEBIIRDLNR DT,

B, ABREHEN Smg/kg BERHOHETRS-32 A, MTHRYS 4 0, 25mgkg &5
BOMBETHRE 39, MTER 11 BRBEO LN, BEL—@EOEHETHY. B
FEME L HT LT,

6.4 HEEE (Table 4-1. 4-2. Appendix 4-1~4-12)

HETIX, 25 mgrkg 58 CHIBOMES R CHMEEICHEERBESIRD b,

Smgkg LT OREFHETIIMRIE L ORMICARBRZEIR DN o7,

234 H OB TIL. wmwgﬁﬁﬁf%m&uﬂﬁmﬁﬁ&wWﬁE%*ﬁﬁ
REEPBO LN, 5 mgkg UTOREGH THEXNRELOBMICAEEIRD LN
no i,

6.5 EIEFR (Table 5-1~5-4, Appendix 5-1~5-96)

6.5.1 MHEOEFEY (R5HARR T
25 mg/kg ¥ 58 TIIMIRO REUL A MEHES 10 FlicH b vz,
S5mgkg LTOREHTIZ, BEREALN o7,

6.5.2 DX KR E

RAEYII R, S RO 25 mg/kg BREBTE 1 FlA LN,

REEBED 1 5 (EBHES 1105) BRETHoR, WTNORE - BB LEERX
Rholn, B, REMAFEOHE (EiHEE 1005) ICEER EARWICESH» A SN,
Smg/kg B 5B O 1 Fl (BHFES 3110) IZFENICKEWIRIRZ 1 ILFER S,
W OZRE - RIS D EE X b o iz,

25 mg/kg BHEEEO 16 (BHFER 4107) BEFRETH Y . BIBRO KB A O,
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k. REMEFEOH @WEE 4007) 16 EBOKRELRL LV,

6.5.3 BREYMRERIZERAET LI-BEY
Img/kg BEBHD 1 ] (HHFE 2110) ZWTHORE - HBICLEER 2o 7,
% DA, Table X U Appendix (Z7RTFTRBH DD, W h £ ORBIRRD O
BRMEZAL & Hlr L7z,

6.6 IRIEMBFERAE (Table 6-1~6-4. Appendix 5-1~5-96)
HRYEREOEELEZ LNAECHFBE OB A LT,
6.6.1 MO EFEY (R5HREKTE)

R Ji B v X —HROBRILED 25 mgkg HEHD
B9 B & 4 51, BRMOUIERE e fESNEMD 25 mg/kg
BEBOM 8 BIICA LI,

g g : BMIRE 2B AAEILEOEMD 5 mg/kg B ER

DOHET 75 & M 2 Fl RO 25 mg/kg REFEOHE 12 5 &
W 3 1, MO R BB E ML DS KT ERBE, 1. S RO
25mg/kg BEHOETENETN S, 5. 11 R 12 filA
B35 mg/kg LA E OB S BEO MECHBBEE ML,
DOFROBEN EH Uz, BHMSUIRER S - s
25 mg/kg W EFEOBE 12 4] L 11 Bl A bz,

6.6.2 DR IRED
RTUEENDIIITRBEE, S RO 25 mg/kg REHTH 1§l (B4HES 1105 . Rk, 819
FH 3110 : FERNICKEWIRIES 1 ILHRE., BMWES 4107 : R Ao,
SEREED 1 HIX. WTNORE - HRICLEE X o7, 5 mgkg TEHHD 1 4
TR E 2 BEAFRILEDOHEM, 25 meke BEEED 1 4 CRIRICEE 2B E R
DT, BEEFRILEDOEME ) - M NCHFBICEM AR 7 v R—MRo AR A
DEMBH BT,

6.6.3 REAAEPICERHAET LI-B5HY
1 mg/kg BREEED 1 (BFE S 2110) IZWVTHOBRE -HBICHEE IR T2,
% Ofth, Table X O Appendix (TR ET R A LN, W h £ DORBERIKE W)
SRERAR AR SRR A DB R & R L,

6.7 tHFE# (Table 7. Appendix 6-1~6-4)

SRR RO ER ST, HEAPEREFOBMITALhRbhoTz, 85T, %
EHGRBEER OCEYEEH BRI REFE L EREFEOMICEEZIRD LN
o,
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6.8 ZXEFfE (Table 8, Appendix 7-1~7-4)

EEAEOMEENRZERREE S BE TR (72720, MR 1 MR AERIMA
# 13 H, 5 mgkg BEHO 1 MARERLE%E 8 BIZRRE) L, ZEBRFEIL100%TH -
77

RRITBO LN PMEREEHH NIRRT 1 H (BHES 1105) K25 mgkg #
HET 16 (@0ES 4107) o, ZREROERERITIINRE L SEBRWE
BB OMICEBEERO SN2 T,

6.9 HiE#E (Table 9. Appendix 8-1~8-4)

F & A Y OIFEREM IR 21~22 BICIEFIC O U, SRR & O ERIZIE TR
HLEGBRDERERLOMCEBRZERRO N7z, £, HEROAREKIC
BEin, B, BEER, AFHAERE, FRE, EERERCHAESRITIEIXN
BELERGHLOBIZARENRD LT,

B, ROWEDN Smg/kg B EFET 1§ (BIHER 3110, BEBKOEFEREIISE
1, FERIZKEWER (W8cm) # 1LHER) Abhi, £, £2EEECRE
W 1 mg/kg BERT 16 (@8FE 2110) Aoiviz, ZOREMITIEIRE 24 BOF
AT FERE R $R 18 P& ok L7z, FIRR SR, #EEE 1) KUK (19) Th
D, BEROBRERLWI LD, HBICFHZE L LXEREEC—KLEEZD
iz, LU, ZThoBoRBERRICAREE OBERRNT LMD, BRERAELE
Hr L7z,

6.10 HAEROHLLEUVHAKREE (Table 10. Appendix 9-1~9-4)
AHEER N 4 B OMEEIZIIE BB L S EBRMER SR L OMICEEZTR D 52
Nole, AREEEATHHAERITHRECEEN L flH LT,

6.11 HERODEFE (Table 11, Appendix 10-1~10-4)

BEALHRMPORTIRITHBE, 1. SEU 25 mgkg HREBHETENRETN 1, 5, SKO2
BIThHYD., A% 4 BEFRTEINBRLEERDEREHLOMICEREIRD LN
o,

6.12 HAER®DAE (Table 12, Appendix 11-1~11-4)
HIAERE R OVER 4 B OMEREREI QN A% 0~4 H O OEEEIMEITII S REE L £
WEBRYERSHLEOBICARERRBO LR R T,

6.13 HERDIRI 4 BEIEFTE (Table 13, Appendix 12-1~12-4)
WTHOBEFOHAERICHBFIIA O 2ho Tz,
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7. EBE

N-=FAT7 =000 GHRREE : <) | 1. 5 KU 25mg/kg %, Sprague-Dawley
F SPF 7 v~ b, HEIZIIZELHT 14 HEICM A REHIMEZE L CHRATEE T 428
) | MEIZIXASELRT 14 B RSN 2 ZRBECHI ) R O R B 298 L TR 3L 4 B £ T (41~53
AR sfil@nREeEL. REREFEHER OB AEFEELZ BRI LI,

7.1 REHESSHE

— g, AEROEBEEICEEBRHERSOEEBIIR D bR o T,

R T, AIREYIZ 25 mg/kg BB OHERE CRIBO XN A L, EEN
IZ 25 mg/kg T G- BEOMECHIBREROEME., HBEFERIC 5 mg/keg L EOR EFEDOMERE
THIRIZ BT 2 BAEFILEOHEM. 5 mg/kg BEREOH CRIROBE/EDM OTTE,
25 mg/kg B E RO MR THIRD 5 oML, RO v 3 —Mla0BRILE,. RO T
BEsMEmMMABEENT, F72. 25 mgkg BREFHOM CEBEEDOBMENRD LI,
BRI 28 HRIRERDHREFEERBR BV THRODLNTEY | N-=F LT
=YDy b~OBEIZ LY A FAE S v M ER OF RIS S IR 1 X
DEEL-LOEEZ LRI,

72 HEERERLESMN

HEH, REEFTICELZBEK, REE, BRERUZBBIZIIERDERE DX
BEIRD Lo, T, HER, FRHM, Bk, SERER, HKE, WE
IRE, HARKEROCHERICERYERSORBEIRO LN T, FAYBFOWER
BICHLEERBED ORI &5, 25 mgkg HEFIZB W T L MRS DA RRE.
AFRE R OV IRee. REMW OMEIRMERE, SR UEEITE » & OATEBRE~DREIT
N & L,

HAER T, HEROARBIER, HARKUER 4 HOMBEAEL IR, £%
4 HOEFERRCEHKRITRCERDERGICI2EEIIR Do NPT,

IRODERIL ARBEG T ON-ZFAT =) VERERARET L LIC L
D, MERED S mg/kg LA EDBIRICHEBRMER G ICERTAE I ER I, LR
ST, REBRYWEOMESWICRIT 2 RERSFEHICTIBPEREROESHET
HERET 1 mg/kg & WM U7z, F7o, MEEREMW L IREMWIZ 1T D AR LTI
HEEEER CEFEEEIIWVTILS 25 mg/kg LA E & HEr L7,
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8. XM

1) N-ZFAT=Y DTy bW 28 BRIRER DB EEMHRAR,
LD EEERBRBE, vol.3 pp.217-240 (1995)

2) Snedecor GW, Cochran WG. Statistical methods, 8th ed. Ames: Iowa State University
Press; 1989.

3) Dunnett CW. A multiple comparison procedure for comparing several treatments with a
control. J Am Stat Assoc 1955; 50: 1096-121.

4) {EARERE (1981) : FEhEL(H — &HE & 4711, pp.23-27, 387-389, R K MRS,
W
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Table 1-1 A reproduction/developmental toxicity screening test in rats treated orally
with N-Ethylaniline

Clinical signs in male rats

Day of administration

Dose Signs
mg/kg 1-7 8-14 15-21 22-28 29-35 36-42 43a)
0 No. of animals 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0
1 No. of animals 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0
S No. of animals 12 12 12 12 12 12 12
No. of animals with abnormal findings (V] 0 0 0 0 0 0
25 No. of animals 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 4]

a): Day of necropsy
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Table 1-2 A reproduction/developmental toxicity screening test in rats treated orally
with N-Ethylaniline

Clinical signs in female rats during the pre-mating period

Day of administration

Dose Signs
mg/ke 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 4} [¢] 0 0 0 0 0 0 0 0 0 0 0 0
1 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 [¢] 0 0 0 0 0 0 0 0 0 0 0 0 0
5 No. of animals . 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 [} 0 0 0 0 Q0 [¢] 0 0 0 0 0 0
25 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

No. of animals with abnormal findings 0 0 0 0 0 0 0 0 o] 0 o} o] 0 0 0
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Table 1-3 A reproduction/developmental toxicity screening test in rats treated orally
with N-Ethylaniline

Clinical signs in dams during the gestation period

Administration
bose Signs
mg/kg 0 1 2 3 4 5 6 K 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25a)
0 No. of dams 11 11 11 11 11 11 11 11 11 11 311 11 11 11 11 1@ 1t 11 11 11 11 11 1 o0
No. of dams with abnormal findings o 0 0 0 0 ¢ 0 0 ¢ O O O O O O O O ¢ 0o 0 0 0 O
1 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 4 1 0
No. of dams with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0O 0 0 6 ¢ ¢ 0 0 0 0 0 0
5 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 1 1 1
No. of dams with abnormal findings o o o 0 0 66 0 0 o0 o0 0 O O 0 0 O © 0 0o 0 0 0 0 O0 0 O
25 No. of dams 11 11 11 11 11 11 11 i1 11 11 11 11 11 11 11 11 11 11 11 11 11 11 1 0
No. of dams with abnormal findings 6 0 o ¢ 0 00 0 0 0 0 0 O 0 ©0 0 O O O O O0 0 O0 O

a): Gestation day
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Table 1-4 A reproduction/developmental toxicity screening test in rats treated orally
with N-Ethylaniline

Clinical signs in dams during the lactation period

Administration

Dose Signs

mg/kg 0 1 2 3 4 5a)

0 No. of dams 11 11 11 11 11 11

No. of dams with abnormal findings 0 0 4} 4] 4] 0

1 No. of dams 12 1lb) 11 11 11 11

No. of dams with abnormal findings 0 0 o] o] 0 0

5 No. of dams 11 11 11 11 11 11

No. of dams with abnormal findings 0 0 0 0 4] 0

25 No. of dams 11 11 11 11 11 11

No. of dams with abnormal findings 1 1 1 1 1 1

Mass 1 1 1 1 1 1

a): Lactation day
b): One dam was necropsied on lactation day O because all pups were stillborn.



R-1061

Table 2-1 A reproduction/developmental toxicity screening test in rats treated orally
with N-Ethylaniline

Body weight of male rats

Pre-mating period Mating period Post-mating period
Dose Gain
mg/kg 1 4 8 11 15 18 22 25 29 32 38 39 42a) 1-42
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 Mean 395 405 420 428 443 447 462 468 485 491 502 509 516 121
S.D. 19 22 23 24 27 25 29 31 33 33 35 38 39 20
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1 Mean 395 406 418 429 442 447 461 470 483 491 504 511 519 124
S.D. 18 18 19 22 24 22 24 26 26 28 30 30 31 18
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
5 Mean 393 406 418 430 441 451 461 468 479 488 500 507 517 124
5.D. 17 21 20 23 22 23 21 21 22 24 24 24 27 14
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
25 Mean 394 405 419 429 444 449 461 468 481 489 499 508 515 121
S.D. 17 19 18 19 19 20 20 21 21 24 26 26 26 18

Unit: g

No.: No. of animals

a}: Day of administration

No significant difference in any treated groups from control group
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Table 2-2 A reproduction/developmental toxicity screening test in rats treated orally
with N-Ethylaniline
Body weight of female rats during the pre-mating period
Day of administration
Dose Gain
mg/kg 1 4 8 11 15 1-18
No. 12 12 i2 12 12 12
[ Mean 253 258 266 271 277 24
S.D. 9 10 14 17 16 13
No. 12 12 12 12 12 12
1 Mean 254 258 261 264 268 14+«
S.D. 12 15 17 16 19 oD
No. 12 12 12 12 12 12
5 Mean 254 258 266 268 275 21
S.D. 11 11 13 10 12 6
No. 12 12 12 12 12 12
25 Mean 256 255 261 267 272 18
S.D. 10 9 10 10 11 [
Unit: g
No.: No. of animals

+: p<0.05 (Significant difference from control group)
D: Dunnett's test
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Table 2-3 A reproduction/developmental toxicity screening test in rats treated orally
with N-Ethylaniline

Body weight of dams during the gestation period

Administration
Dose Gain
mg/kg 0 4 7 11 14 17 20a) 0-20
No. 11 11 11 11 11 11 11 11
0 Mean 282 302 312 331 345 375 420 138
S.D. 16 12 13 13 16 19 22 18
* No. 12 12 12 12 12 12 iz 12
1 Mean 276 296 307 329 346 382 431 154
S.D. 18 19 20 20 22 22 . 24 15
No. 12 12 12 12 12 12 12 12
5 Mean 280 303 315 334 350 378 422 142
S.D. 14 14 16 17 16 22 29 25
No. 11 11 11 11 11 11 11 11
25 Mean 279 299 308 330 345 380 429 150
S.D. 11 9 10 11 11 12 15 13

Unit: g

No.: No. of dams

a): Gestation day

No significant difference in any treated groups from control group
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Table 2-4 A reproduction/developmental toxicity screening test in rats treated orally
with N-Ethylaniline

Body weight of dams during the lactation period

Administration
Dose _— Gain
mg/kg 0 4a) 0-4
No. 11 11 11
0 Mean 327 342 15
S.D. 25 17 27
No. 1% 11 11
1 Mean 334 346 12
5.D. 23 19 14
No. 11¢ 11 11
S Mean 333 354 21
S.D. 30 23 20
No. 11 11 11
25 Mean 332 344 12
S.D. 20 21 9

Unit: g

No.: No. of dams

a}: Lactation day

b): One dam was necropsied on lactation day 0 because all pups were stillborn.
c): One dam was not delivered.

No significant difference in any treated groups from control group
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Table 3-1 A reproduction/developmental toxicity screening test in rats treated orally
: with N-Ethylaniline

Food consumption of male rats

Pre-mating period Post-mating period
Dose

mg/kg 1 4 8 11 15 32 36 39 42a}

No. 12 12 12 12 12 12 12 12 12

0 Mean 28 27 25 25 24 26 27 26 26

S.D. 3 4 3 3 2 2 2 3 3

No. 12 12 12 12 12 12 12 12 12

1 Mean 27 28 24 25 24 26 29 26 26

S.D. 3 3 3 3 2 2 2 3 2

No. 12 12 12 12 12 12 12 12 12

5 Mean 27 27 25 27 23 29« 28 27 28

S.D. 3 2 3 2 2 3D 4 3 3

No. 12 12 12 12 12 12 12 12 12

25 Mean 27 29 26 26 25 28 30 29w« 28

S.D. 2 3 3 3 2 3 3 2D 2

Unit: g/rat/day

No.: No. of animals

a): Day of administration

%> p<0.05; #»: p<0.01 {(Significant difference from control group)
D: Dunnett’'s test
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Table 3-2 A reproduction/developmental toxicity screening test in rats treated orally
with N-Ethylaniline
Food consumption of female rats during the pre-mating period
Day of administration
Dose
mg/kg 1 4 8 11 15
No. 12 12 12 12 12
0 Mean 19 19 20 20 19
S.D. 2 3 3 4 3
No. | 12 12 12 12 12
1 Mean 20 21 19 18 17
S.D. 2 2 3 3 4
No. 12 12 12 12 12
5 Mean 20 22+ 20 20 19
S.D. 3 3D 4 2 2
No. 12 12 12 12 12
25 Mean 21 20 18 21 20
5.D. 2 3 2 3 3

Unit: g/rat/day

of animals

«: p<0.05 (Significant difference from control group)
D: Dunnett's test

No.: No.
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Table 3-3 A reproduction/developmental toxicity screening test in rats treated orally
with N-Ethylaniline
Food consumption of dams during the gestation pericd
Administration
Dose
mg/kg 1 4 7 11 14 17 20a)
No. 11 11 11 11 11 11 11
0 Mean 20 23 23 24 25 27 22
S.D. 2 2 3 2 3 3 2
No. 12 12 12 12 12 12 12
1 Mean 19 23 23 26 27 30 25
S.D. 3 3 3 3 3 4 2
No. 12 12 12 12 12 12 12
5 Mean 20 25 25 27 28 29 24
S.D. 3 3 4 3 5 4 3
No. 11 11 11 11 11 11 11
25 Mean 20 24 26 28+ 28 30 24
S.D. 1 3 3 3D 2 3 4

Unit: g/rat/day
No.: No. of dams
a): Gestation day

«: p<0.05 (Significant difference from control group)

D: Dunnett's test
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Table 3-4 A reproduction/developmental toxicity screening test in rats treated orally
with N-Ethylaniline

Food consumption of dams during the lactation period

Administration
Dose —_—— e
mg/kg 2 4a)
No. 11 11
0 Mean 24 42
S.D. 7 8
No. 11b) 11
1 Mean 26 45
$.D. T 4
No. 11%) 11
5 Mean 26 44
S.D. 5 7
No. 11 11
25 Mean 25 44
§.D. 8 4

Unit: g/rat/day

No.: No. of dams

a): Lactation day

b): One dam was necropsied on lactation day 0 because all pups were stillborn.
c): One dam was not delivered.

No significant difference in any treated groups from control group
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Table 4-1 A reproduction/developmental toxicity screening test in rats treated orally
with N-Ethylaniline

Organ weight of male rats

Body Liver Spleen Kidneys Testes Epididymides

Dose weight (R+L) (R+L) (R+L)
mg/kg g g(g/100g BW) gl(g/100g BW) g(g/100g BW) g{g/100g BW) mg(mg/100g BW)
No. 12 12 12 12 12 12

0 Mean 518 17.81 0.78 3.29 3.28 1268
S.D. 38 1.75 0.186 0.34 0.28 99

No. 12 12 12 12 12 12

Absoclute 1 Mean 524 17.23 Q.77 3.22 3.19 1218
S.D. 32 1.97 0.13 0.23 0.37 120

No. 12 12 12 12 12 12

5 Mean 520 17.66 0.85 3.32 3.42 1263
S.D. 28 1.64 0.13 0.30 0.24 76

No. 12 12 12 12 i2 12

25 Mean 518 17.73 1.46%» 3.42 3.24 1270
S.D. 28 1.52 0.22D 0.25 0.14 77

No. . 12 12 12 12 12

0 Mean 3.44 0.15 0.64 0.64 246
S.D. 0.22 0.02 0.06 0.06 23

No. 12 12 12 12 . 12

Relative 1 Mean 3.28 0.15 0.62 0.61 233
S.D. 0.24 0.02 0.05 0.07 24

No. 12 12 12 12 12

5 Mean 3.39 0.16 0.64 0.66 244
S.D. 0.18 0.02 0.04 0.05 19

No. 12 12 12 12 12

25 Mean 3.42 0.28%+ 0.66 0.63 246
S.D. 0.23 0.03D 0.04 0.04 15

#%: p<0.01 (Significant difference from control group)
D: Dunnett's test
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Table 4-2 A reproduction/developmental toxicity screening test in rats treated orally
with N-Ethylaniline

Organ weight of female rats

Body Liver Spleen Kidneys
Dose weight ] (R+L)
mg/kg g g(g/100g BW) g(g/100g BW) g(g/100g BW)
No. 11 11 11 11
4] Mean 348 15.29 0.77 2.09
S.D. 13 2.03 0.14 0.16
No. 11 11 11 11
Absolute 1 Mean 351 15.51 0.83 2.25
S.D. 21 1.97 0.10 0.21
No. 11 11 i1 11
5 Mean 358 15.27 0.83 2.27
S.D. 17 1.92 0.14 0.18
No. 11 11 11 11
25 Mean 343 14.64 1.51#« 2,31
S.D. 18 1.85 0.24D 0.23D
No. 11 11 11
0 Mean 4.39 0.22 0.60
S.D. 0.50 0.04 0.03
No. 11 11 11
Relative 1 Mean 4.42 0.24 0.64
S.D. 0.53 0.03 0.04
No. 11 11 11
5 Mean 4.25 0.23 0.63
S.D. 0.42 0.03 0.05
No. 11 11 11
25 Mean 4.28 0.44%« 0.6T=»

S.D. 0.50 0.07DT 0.07D

#: p<0.05; #«: p<0.01 (Significant difference from control group)
D: Dunnett’'s test
DT: Dunnett-type rank test
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Table 5-1 A reproduction/developmental toxicity screening test in rats treated orally with N-Ethylaniline

Gross pathological findings (End of administration period : D42)

Organs Sex: M M M M
Dose(mg/kg): 0 1 5 25
Findings Number: 12 12 12 12
Epididymis
Nodule 1 0
Liver
Hepatodiaphragmatic nodule
Spleen
Large 0 0 0 10

M : Male
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Table 5-2 A reproduction/developmental toxicity screening test in rats treated orally with N-Ethylaniline

Gross pathological findings (End of administration period : L4)

Organs Sex: F F F F
Dose(mg/kg): 0 1 5 25
Findings Number: 11 11 11 11
Liver
Hepatodiaphragmatic nodule [4] 0 1
Lung(bronchus)
Focus,dark red 0 0 0 1
Skin
Nodule Q 0 0
Spleen
Large 0 0 0 10

F : Female
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Table 5-3 A reproduction/developmental toxicity screening test in rats treated orally with N-Ethylaniline

Gross pathological findings (Undelivered)

Organs Sex: F F F
Dose(mg/kg): 0 5 25
Findings Number: 1 1
Spleen
Large 0 0 1

F : Female
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Table 5-4 A reproduction/developmental toxicity screening test in rats treated orally with N-Ethylaniline
Gross pathological findings (All littermates died)

Organs Sex: F

Dose(mg/kg): 1

Findings Number : 1
All tissues

Not remarkable 1

F : Female
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Table 6-1 A reproduction/developmental toxicity screening test in rats treated orally with N-Ethylaniline

Histopathological findings (End of administration period : D42)

Organs Sex: M M M M
. Dose(mg/kg): 0 1 5 25
Findings Number: 12 12 12 12
Epididymis
Number examined 12 12
Not remarkable 10 11

Cell infiltration,interstitial
minimal
Granuloma,spermatic
mild
Kidney
Number examined
Not remarkable
Regeneration, tubular
minimal
Urinary cast,hyaline
minimal
Cell infiltration,interstitial
minimal
Liver
Number examined
Not remarkable
Hepatodiaphragmatic nodule
minimal
Microgranuloma
minimal
Pigmentation,Kupffer cell
minimal
Cell ipfiltration,Glisson's sheath
minimal
Prostate
Number examined
Not remarkable
Cell infiltration,interstitial
minimal
mild
Seminal vesicle
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Number examined 12 12
Not remarkable 12 12
Spleen
Number examined 12 1 1 i2
Not remarkable 7 0
Brown pigment, increased 0 12
minimal 0 0
mild 0 12
Hematopoiesis,extramedullary 5 1 12
minimal 5 1 2
mild 0 10
Congestion 0 12
mild [¢ 12
Testis
Number examined 12 12
Not remarkable 12 12

M : Male
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Table 6-2 ‘ A reproduction/developmental toxicity screening test in rats treated orally with N<Ethylaniline

Histopathological findings (End of administration period : L4)

Organs Sex: F F F F
Dose(mg/kg): 0 1 5 25
Findings Number: 11 11 11 11
Kidney .
Number examined ) 1 1

Not remarkable
Dilatation, tubular,cystic
minimal
Regeneration, tubular
minimal
Urinary cast,hyaline
minimal
Mineralization
. minimal
Liver
Number examined
Not remarkable
Hepatodiaphragmatic nodule
mild
Hematopoiesis,extramedullary
minimal
mild
Microgranuloma
minimal
Pigmentation,Kupffer cell
minimal
Lung(bronchus)
Number examined
Hemorrhage, focal
minimal
Mammary gland
Number examined
ADENQOCARCINCMA
present
Ovary
Number examined
Not remarkable
Spleen
Number examined
Brown pigment, increased
minimal
mild
Hematopoiesis,extramedullary 1
minimal
mild
moderate
Congestion
minimal
mild
Uterus
Number examined 11
Not remarkable 11
Vagina
Number examined 11
Not remarkable 11
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F : Female
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Table 6-3 A reproduction/developmental toxicity screéning test in rats treated orally with N-Ethylaniline .
Histopathological findings (Undelivered)

Organs ) Sex: F F
Dose{mg/kg): 0 5 25
Findings . Number: 1 1
Kidney

Number examined

Not remarkable

Reggneration.tubular
ild

Liver
Number examined
Not remarkable :
Pigmentation,Kupffer cell
minimal
Ovary
Number examined
Not remarkable
Spleen
Number examined
Not remarkable
Brown pigment, increased
mild =~ |
Hematopoiesis,extramedullary
mild
Congestion
mild
Uterus
Number examined
Not remarkable
vVagina
Number examined
Not remarkable
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F : Female



Table 6-4

A reproduction/developmental toxicity screening test in rats treated orally with N-Ethylaniline

Histopathological findings (All littermates died)

R-1061

Organs
Findings

Sex:
Dose(mg/kg) :
Number:

b s FXg

Kidney

Number examined

Not remarkable
Liver

Number examined

Not remarkable
Ovary

Numﬂer examined

Not remarkable
Spleen

Number examined

Not remarkable
Uterus

Number examined

Not remarkable
Vagina

Number examined

Not remarkable

Bobm e R R e s

F : Female
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Table 7 A reproduction/developmental toxicity screening test in rats treated orally
with N-Ethylaniline
Estrous cycle in female rats during the pre-mating period
Count of estrus Mean duration
Dose No. of of cycles
mg/kg animals 0 1 2 3 4 Mean+S.D. Mean+S.D.
0 12 0 0 0 7 5 3.4+0.5 4.2+0.3
1 12 0 0 0 T 5 3.4+0.5 4.2+40.3
5 12 0 0 0 7 5 3.4+0.5 4.140.3
25 12 0 0 0 9 3 3.3+0.5 4.1+0.2

No significant difference in any treated groups from control group
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Table 8 A reproduction/developmental toxicity screening test in rats treated orally
with N-Ethylaniline
Mating and fertility of animals
Male Female
Days until Copulation Insemination Days until Copulation - Fertility
Dose No. of copulation index index No. of copulation index index
mg/kg males Mean+S.D. (%) a) (%) b) females Mean+S.D. (%) a) (%) c)
0 12 2.9+43.3 12/12(100.0) 11/12( 91.7) 12 2.943.3 12/12(100.0) 11/12( 91.7)
1 12 2.3+1.2 12/12(100.0) 12/12(100.0) 12 2.3+1.2 12/12(100.0) 12/12(100.0)
5 12 2.4+2.1 12/12(100.0) 12/12(100.0) 12 2.4%2.1 12/12(100.0) 12/12(100.0)
25 12 2.1+1.4 12/12(100.0) 11/12( 91.7) 12 2.1+1.4 12/12(100.0) 11/12( 91.7)
a): (No. of copulated animals / No. of mated animals) X 100
b): (No. of males which impregnated females / No. of copulated males) X 100

c¢): (No.

of pregnant females / No.

of copulated females) X 100
No significant difference in any treated groups from control group



R-1061

Table 9 A reproduction/developmental toxicity screening test in rats treated orally
with N-Ethylaniline

Delivery data on dams

No. of No. of
No. of females Delivery Gestation No. of implan- Implan-— No. of No. of Live birth

Dose pregnant with index length corpora tation tation stillborns liveborns index
mg/kg females liveborns % a) in days lutea sites index % b) (%)c) % d)

Total 11 11 100.0 171 169 2 155
0 Mean 21.9 15.5 15.4 88.9 ( 1.7) 14.1 91.0
S.D. 0.3 2.2 2.2 2.5 ( 4.0) 2.8 9.3

Total 12e) 11 91.7 194 189 20 159
1 Mean 22.1 16.2 15.8 97.7 ( 9.5) 13.3 85.4
S.D. 0.7 2.2 1.7 3.5 ( 28.6) 4.6 27.6

Total 12f1) 11 21.7 171 165 1 155
5 Mean 21.7 15.5 15.0 96.3 ( 0.5) 14.1 93.9
S.D. 0.5 1.8 1.7 4.6 ( 1.8) 1.7 3.7

Total 11 11 100.0 177 172 3 162
25 Mean 21.7 16.1 15.6 97.4 ( 1.9) 14.7 94.0
S.D. 0.5 1.5 1.2 3.8 ( 4.4) 1.8 7.1

a): (No. of females which delivered liveborns / No. of pregnant females) X 100
b): (No. of implantation sites / No. of corpora lutea) X 100

¢): (No. of stillborns / No. of liveborns and stillborns) X 100

d): (No. of liveborns / No. of implantation sites) X 100

e): All pups in one dam were stillborn.

f): One dam was not delivered.

No significant difference in any treated groups from control group
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Table 10 A reproduction/developmental toxicity screening test in rats treated orally
with N-Ethylaniline

Sex ratio and external examination of pups

Liveborns Sex ratio of Day 4 Sex ratio of External c¢)
liveborns live pups abnor -~
Dose No. of No. of No. of at birth No. of No. of on day 4 malities

ng/kg dams males females a) males females b) (%)d)
Total 68 87 68 85 le)
0 11 Mean 6.2 7.9 0.43 6.2 7.7 0.44 ( 0.8)
S.D. 2.4 2.3 0.13 2.4 2.3 0.13 ( 2.0)

Total 17 82 74 80 0
1 11 Mean 7.0 7.5 0.49 6.7 7.3 0.49 ( 0.0)
S.D. 1.4 2.0 0.09 1.3 2.1 0.09 A 0.0)

Total 84 71 82 68 0
5 11 Mean 7.6 6.5 0.54 7.5 6.2 0.54 ( 0.0)
S.D. 2.4 1.8 0.12 2.4 1.6 0.12 ( 0.0)

Total 85 77 83 77 ]
25 11 Mean 7.7 7.0 0.52 7.5 7.0 0.52 ( 0.0)
S.D. 2.1 1.9 0.12 2.0 1.9 0.12 ( 0.0)

a): No. of liveborn males / No. of liveborns

b): No. of live males on day 4 / No. of live pups on day 4

c): No. of liveborns with external abnormalities

d): (No. of liveborns with external abnormalities / No. of liveborns) X 100
e): Acaudia

No significant difference in any treated groups from control group
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Table 11 A reproduction/developmental toxicity screening test in rats treated orally
with N-Ethylaniline
Viability index of pups
Viability
No. No. of live pups index on
Dose of postnatal
ng/kg dams Day 0 Day 4 day 4 % a)
Total 11 154b) 153
0 Mean 14.0 13.9 99.4
S.D. 2.8 2.8 2.0
Total 11 159 154
1 Mean 14.5 14.0 97.0
S.D. 2.1 1.9 3.5
Total 11 155 150
5 Mean 14.1 13.6 96.6
S.D. 1.7 1.9 3.9
Total 11 162 160
25 Mean 14.7 14.5 98.9
S.D. 1.8 1.6 2.4
a): (No. of live pups on day 4 / No. of liveborns on day 0) X 100

b): One pup with external abnormalities was excluded.

No significant difference in any treated groups from control group
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Table 12 A reproduction/developmental toxicity screening test in rats treated orally
with N-Ethylaniline
Body weight of pups
Male Female
Dose
mg/kg 0 4a) Gain ¢ 4a) Gain
No. 11 11 11 11 11 11
0 Mean 6.5 9.9 3.4 6.1 9.4 3.3
S.D. 0.5 1.2 0.9 0.4 1.0 0.8
No. 11 11 11 11 11 11
1 Mean 6.8 10.0 3.2 6.3 9.3 3.0
S.D. 0.4 0.6 0.4 0.5 0.6 0.4
No. 11 11 11 11 11 11
5 Mean 6.4 9.7 3.3 5.9 9.1 3.2
S.D. 0.5 1.2 0.9 0.4 1.4 1.1
No. 11 11 11 11 11 11
25 Mean 6.4 9.5 3.1 6.0 8.9 2.9
S.D. 0.4 1.1 0.8 0.4 1.1 0.8
Unit: g
No.: No. of dams

a): Postnatal day

No significant difference in any treated groups from control group
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Table 13 A reproduction/developmental toxicity screening test in rats treated orally
with N-Ethylaniline

Gross pathological findings in pups on postnatal day 4

Dose {(mg/kg) 0 1 5 25
Male
No. of pups examined 68 74 82 83
No. of pups with abnormal findings 0 0 0 0
Female
No. of pups examined 85 80 68 77

No. of pups with abnormal findings 0 0 0 0
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