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- FAT =V o 0GHER, FUEa ), 3, 12.5 BLUN50 mg/ke & 1 BERERER 12 P
> Crl:CD(SD) 7 » M, BET v Mt U TIEARRREAT, ZEEHIfM B X ORIt % & deat 42 A,
#EZ > MRt U T3 2SR, A2Bld L OMEIRMIM., 72 b NS4 #Et% 5 H E T MM (42~55 B )
RO G L, HEEEY ~0 IR G X 208, S O ET L O ER OB AEICKIT TR
BIZOWTHREI L7, £72. 0GB 5L 50 mg/kg 1o\ T, HEKTHE 14 HEORIEN: %
Mt Uie, 2238, [RHEEACOW TR, B 12 T2 538Kk U, MEIAR S E 2 W EHERE A FRT,
1 BRSO X MRS 5 VE& e, RERBROBE % LT IR T,

1. RE®RGEME

(1) —ARRETIE, (TIRMIMIC 3 mg/ke BECME L ), "B HIMIC 3 38 L UV50 mg/kg B THIE 1 41
DI LFIDTRD BTz, BB TIE, 3mg/kg BED 2 BT FRIE /- IkREN . IEE AR DL
Uf 2 fICIEEREHOJRTARD b, #EHN (LM, AREHEM) LR 5T,

(2) MAFHIRA T, 12.5 mg/kg BEDOMET~E 7 0 VU IR OIERIE, 50 mg/kg BEDHEME THR M
R, ~E 7 m BB, FHRMLERARERS L O EAR MR EEEO G, R
MER LA R ORE, @RLKEOSME, T~~~ 27 Uy MEOKELRRD b,

(3) MLV HIMA TiX, 50 mg/kg BEDHEME THRE U L E L ORIENRD Hiviz,

(4) ST ATk, HEMET 12, 5 mg/kg UL EOBETHBOKRE @ L, 50 mg/kg B THIEDIER AR
O BT,

(5) BEHEETIE, 50 mg/kg BEO MU CHEICIEX B &, MRS L O EEOFEAFED
N,

(6) FAEAEAR AR AT T, 12.5 mg/kg BEOHEME CHIRO~E VT U L ILE 72 & RO 5 -
fLF L ONE DT Y kB OTTHE, s O, M CHFROBENE M, 50 mg/kg BEOME
T EIRBE O FENE, HEORMEE BB TR MLERE O TTHENTE D i,

2. AIHFATFME

(D MEE SR A, FERRA. IR, . WHEIRES L OB AR RAEER, BiERO—RIRE,
HRE, FIRFLONTRIZONWTS, FEEAFOREY 2 L CIHAE R IR B 5 2B
ELEEMERD SN2 N7z,

Loz b, 2-2F A7 =) »ORBBREAF T I 5 M8 8 (NOEL) 13, AR 55k
{ZDWTHE 3 mg/kg FEDQHETHTERIBTRO LT DH Z &, 3 mg/kg L EDOHE, 12.5 mg/kg YA E
OHETEMMEARRD LN TWDE I LD, BT 3 mg/kg/day, MET 3 mg/kg/day A, HEY
DAEFEREZR D NZFAERORAEIZ DN TEIN TS 50 mg/kg/day &5 %2 Hivl,
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- FAT =V o 0GHER, FUEa ), 3, 12.5 BLUN50 mg/ke & 1 BERERER 12 P
> Crl:CD(SD) 7 » M, BET v Mt U TIEARRREAT, ZEEHIfM B X ORIt % & deat 42 A,
#EZ > MRt U T3 2SR, A2Bld L OMEIRMIM., 72 b NS4 #Et% 5 H E T MM (42~55 B )
RO G L, HEEEY ~0 IR G X 208, S O ET L O ER OB AEICKIT TR
B OWTHRET L7z, £72. 0GHB) B LT 50 mg/kg IooWT, WEKTH 14 HiMoRIEN:Z
REt L 7=,

MBS L OVU5iE
1. WEBYE

Z2x 19— F LT =V 1 2-ethylaniline
B4 : 2= F YT 2 2-ETHYLBENZENAMINE

o-7 I ) xF )L~ P L 0-AMINOETHYLBENZENE

o-mF T = > ; O-ETHYLANILINE
CAS No. : 578-54-1
{CEE S HMAREEEE S« (3)-206
i (g =) LY :C,H,(C4,H,)NH,

NHa
CHoCH

SrFA? :CgH, N
DR 121,29, 121.18 2%
/R e D ey = AV EEEEER, MeEC X0 BET S Y, mURERE Y,

FefE ;0. 9835 (Appendix 1-1), 0.98(25~25°C) L%
JEPTE ;1. 5609 (n20/D. Appendix 1-1)

RRFE 411 Y

fis 5 -63.5C VY

WAl 5 215°C V. 216°C *¥

5k ; 85°C YV, 99°C 29

LogPOW ; 1.74 V
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YRERNE  KICARIRD, T a—, LT ASHEY

1 99. 2% (GC, Appendix 1-1)

EEAETRIC, H USSR E OMEIC BT 5 o iEE A
F L., #WBRWEOLETIEIZ >\ THEFE L 7= (Appendix 1-2),

T DX FE L O DRI« fi#li/e L

Rt

RIFGET

BV FoEE Y

WAV IS/

TR E O MLE

AEME R, M

. IR

B

1y hEE
BUEH

B ER & AL

: 500 mL (BEEaER & 1)
CENSFRYE MBS R L. T =V L ENOx DE DD TERR T A%

FEY, BEMEME L RUG LSS Y, B OBIRWEEIZB D
THRE Y, BALHlE OEfMIER LY,

CER LB, MEPTICRE Lz, REMOREZET =, KK

RLER I E D& KFEN G ST,

D BRI E RAFE OmE = (RRIFER 2~970)

20094E4 H 28 H (52 A) ~20104E10H 27 H (FEEFEZEY & L THIR)

BRI D LWBET T, R, 50, REL RN K

IHEE L, AEVICAREREIERVWE ST LT, B TO
KR A7 @R OMEN 2R Uie, BEISIREITUV,
PEEER, ZRMITEEEO L OE Wz, BRI e
BB e v, EERREREEM L, WOAATEY
R, FEBLOfEICSRAWE S L, BB, F,
kA =) il

MOP 7L LT, M5 g 2RMmL, REER
DOEEMRIEERIZRIE LT,

D BFEERR G B 0T N TORBRER T&, AL T 572D

PEXEBEZE & L TR L 72,

: 7w b 0 LDy, 1260 mg/kg V¥ FRE. MR, KEMEIZ % U THK

B Y,

 hUET a il
: VOA2417, VOH3633
T H T AT AT RSt
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Bl LOER

- BEROARE S EFE

R BTk

M T

RSt

RIFGEN

A FH HIRR

SHE FooEE

ARG OAVE

B G5 D EME

e B-HE D EEHERS

IR AT 5k

. BRI
(1) AR
M- R
A
EEEHE

WAEMTE=2Y) T

YRR

D BEROREWRIE., BERAL T A DI

BRI E OAREICET S B BRI

SR0O8200

ST
240 mg/ml OB HOWTHERME 2R L. FTC OB & 72

D E IR BRME, AX—F — &AW Tohw (B S8,
ARG AR THRIGRARL L 72,

240 mg/ml. OFHEGEIZ 8 ARMNIZ 1 PILA L, TG WITARFIZAR L

776

D Rl

0 40 mg/mL O FHEGH & B E RTF RIS IRTT L 72,

¥ G 1340 mg/mL O TR 2 ARFICA R L CERA L, RELE
ol

240 mg/mLOFIRIRITAEALS B LIPICAE A U, AR GBI ARE R

VAIPIZAE R L7z,

CHEBREIE R 7 FNTERG., AROBRICIE A PSS

AEMRL, WA, B, HERBLIORES L OFEMA BT -,
PEFEFEREY) & L ClEIY
L7

ﬁ&mQM@ﬁ@W:OwTﬁ@%%4ﬁﬁﬁiw%mymm

PRI Z W T AR 8 B MOIRRERME ik 5L e
% iR U7~ (Appendix 2-1),

THEEZ, FEE X
OO BRI T BRI L7 G O F 2B DD THER L
Too ZORE, WTNORER S EURRE THD Z & 3R
A7z (Appendix 2-13 L U2-2),

PSR AR SR DR FE Sy M 715 % Appendix 312N,

: 7w b, Cr1:CD(SD)

: SPF

P HAF v =R USRI EARE R S —
CEMAEEREL VT2 2 AT L,

D7y MIHHRBRETEE AV O TV 2EMETH Y BRI
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BNEZELTWDZ & EYHFFEFTICRIT 28 5k — & 2350 A
TEBAZ LMD, ZORMERE LT,

FIEB K : M52 T, i 62 T

S NIL7 S : HEBATT, M 64 T

ZEF BN A : HEMEE 4 8 R

(LR IR B AL 2 : HEVE 240~330 g, MEIE 160~230 g

PN N ;M1 248~280 g, MEIE 179~210 ¢

B 5 BA AR E : HEME L & 10 B

FiE' D HEMEA 6 BE (GERABRTE MEMELC 4 REL RIERE HEMEK 2 RP)

S HEEMEL  ERRBREE MEMES 12 DT, [BIERE HEMESR 5 T

(2) % & L UHIE

Wz 75 1 ARIEEE L D LRI L, REA AR @I 1 ) B X0

LA T H AL 11 B - 584G 2 HaD 25O/ 12 1 8]
OHEE L 72D X O s s mllE L7z,

P T 1A p A D MEBYIZ OV, IR A A R R A TIBRRIEIZ KV BE T
HE T 10 A T> 7,
HATH) D fEMES LEIME 14 BE T 13 BIHE
Mg s KO A iz iRt & & BE IR D Lo 7,
(3) #ori

o35 X OBIMEIAR B2 550 U 7= — RO BB ELER IS L OMREIRE 72 & QN MED P kR
HEOFERESZBICL T, §WOFEROBEEZRE L, BEERKE 48 Lk L UM 58 PL4 13
L. 10 BE TR U, BER JOWHEHEE T 0 OEREICHESN T, $5HE
2 AANCBCEELITEC L) BEEOTHRESE—I22 D X ) TR T 21T > T,
ARBICEE SN B OB ERFE T, HET 334~398 g, MET 220~258 ¢ TH Y, VK
(K 366.3 g, M 242.6 g) DF20%LINTH o7z, B OB 5 Bk
A LSS ERREFIAE I » TR - 72, 7eds, BEORIERHZOWTIE, &5 28

WA TEDEEOFLEHI BRI O THEEIT 5 L O I0@ K AT 7,

B SN HOWNT, BEEFGAET RIS RREIZET SRV L 2R LT,
D EMWB L — DR
) BT ENREE T =L b TRECHIZ T, BRI
MCEESEARL. BEER 21T -7, HAERIZOW TR,
BRI T DR > T,

CMEREIZ BT LT T ~OVICRE S T RN ERER & 5 3 L U8k
Fh, BT HREIHEBRELHE LT, ENENE S — Y ORI

Yo
‘_‘EU
Tt
NS
[
N
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WHER LT,

G) BWEE

1) SHERE

fAEERS 1 305 B

IR - W 0 223°C, 50E20% (SEMEFH 21~24°C, 41~T77% : {RE ERD
BT LD EHE ORI L D)

IR : 10~15 [B] /FERH

PR R B [ c AT 12 B[] (8:00~20:00)

2) BB B L OEE HIE

r— Y OFEH c 77y NREBREMK 7 — 2 (260W X 380D X 180H, mm)

PRES | ZRRNTHERI ) 20V TCIERR 17 A E 4 A E TRl
b — Y DAERR &/ NI A 2 CEBREB AR (KU A~
L—7 BRF ¥ — L2 _A—frat) 26/ Lz,

L r— BT OIUEEI L
s R R K OBIME AR i Xk 2 PUgto . BRI RN LN
O, RN LS 1 TT o SRR I 1 I, A i
T LEERIRA L,

=B X OREIER O H
CHEVTIRRIC LRI L, 2 0%IE 2 WIZ 1 BIOSEE TR LT,
=177 L, R OHEREWICSOWTIITE 0 BB L OV 14 HioHE
i L7,

= MASHE DI 2 EIRI IR T D b D L AZHR LTz,

HENR RSB OKIEE 8 1 =15k L7z,

EHNOFERB L OVERIER
c1 B LETEM U7, ERIMEICE L TR, \ERREEEB L O
9 U RREFEEE 1M BEAMN CRAEIMEN Lz,

3) Ak

TS - 475 : EREA R, CRI-1

oy bE& : 100406, 100607

fhEEE AV X OVEERF TS

Fa B Ik DA BB RESS A LT EMICER S ¥,

2L, TR O L5 Hidefl e e S,
HRWE R LUBEY B A
CARBRICEREE T TR0 L 5EEE D D WM OR
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4) BREPK
A
fR KI5

Y E A

(6) WML D5
1) BEEOHRE
5 &
B E TR

SR0O8200

B, HFHLEZEDT Y MTOWTHH LIz, GRWEDONHIX
BAEEAN BARS S & — (SRR EE . 5
10035281004-01) ¥ L O Eurofins Analytics fh(/Hrf&s =
AR-10-JP-000751-01) 2%, MR ILEVERLEZEE (IR
EHAE : No. 10603-055, 10603-089) A E N ENAT - T-, HHTIE
B & PRI St LA WL 2 TE AT O EFIRE
WCHERLL 72, T DGR, W TN OB BIZ bR 2 B2 D1
R benoTz,

C HEfRAEE 2 MW T HBICHR S E 7z, 722 L, IRBARIC

e KE A L7,

CRBRICEEEL ME TR0 L HERMEOFEL . 2010 27

A1ABLO20104 10 A 1 BIZYZEHE L FRRRLE D5
i (301 B3) M OAEEBREBL Tobr L, oMk B ARE
FEASAE ORERAEFE R L - No. A220982, A223085) 23T -7z,
ST E &AM LA VT OEERE
FIEZZHH LT, ST ORBR, WIThoOBERIZLITFEE 8
ZHEIFHD LN o7,

20 GHRBTEE) . 3, 12.5 B L850 mg/kg & L7=,
C T FAT =Y D6, 25, 100 B X ON00 mg/kg HHEMET ©

(2 14 HRIREROHES L2 THZER Y Cid, 25 mg/ke LA LD
BERCHM A RSB T DRINERR T A= DK F, Uiy
YOEE, PIBROE RS K UREAl, PIREEOSN, 100
mg/kg ¥HHE T E ISR RIMLERERR L O R ILER~E
savrmEOmE, i L OEBOKE RS D VIIHER
3RO BTz, 400 mg/kg BEH TR TR 26, &5 9
AIORBE D=0, B ZEEISE, LoD Lhb,
25 & 100 mg/kg DRI TH 5 50 mg/kg/day R HERELE L, U
NZYERAT 4 T 12.5 33 L83 mg/kg/day & B L UMEH RIS
RE LIz, 7ed, XHBECIEEAN (b yEra v 2 kG L,
KTFREE L 50 mg/kg BRI DWW TG T 14 OB OEIE AR % 3%
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E L7,
AR DK  RBREOEBR - SHOYFESIILLTOMY & Lk,

w"HE IR B B (@E )
ERAT (mg/kg) (mg/mL) piid i3
< ERABRRE >
o BE 0 0 12 (101~112) 12 (151~162)
KHERE 3 0.3 12 (201~212) 12 (251~262)
HHER 12.5 1.25 12 (301~312) 12 (351~362)
= H R 50 5 12 (401~412) 12 (451~462)
<G RE>
T HREE 0 0 5 (101~112)* 5 (163~167)
= 50 5 5 (401~412)* 5 (463~467)

SHRBREIIM DR & RO HFiE T RO A2 &5 LT,
L FREBRBEENOR G 28 BIZ®EK LT,

2) &4
BTG iER L O G REE
T A AR ITNEHY U TBLOT A AR—F T %
AV CHRHIEN H ISR LRS- Lz,
Est A CIE= c1 A 1E, #EA&EEG LT,
P TR £ 9:00~12 : 00
P51 ) D ZCFR 14 HATL D 42 HIE
W ASERAT 14 AR X MRS £ TO LB, S HIiZs R
RS ENTAERGIM IS KO0k 5 B (HE 0 H 208 0 H
ELTER) £ TCoMM ek 55 B . BIERIC DWW TR
42 A,
IR OBIRIT R SL% 26 DRIZFRAE S LT,
a1 1 ) B G HIRA T 11 AR
REEE 10 mL/kg & L7e, BEEROE G ETHE S B ICR bITWHEE A

ORI HESOTER LT,
B ik, BEGRRRS, #G R KO G IR oOE E B
[RERIENA KT A2 #BFBICLE,
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5. BE. AERLUREERE
1. iEgGET
BB EZHRE T HEEAEL, 612, TRBBEOMIIREMIH #4R 0 B, 2
KTHAZBEOR, BEREIRS 12 00FALXEEL A EERE L,
1) —iRres 22

Bl D A

e 51 ALERA E T,

HEE AT RS MR IERSAD B L OTF®RO 1 B 20, 2L, #
Kz BRI 1 1R,

BIZR ik E & OB OEIE, SMBL ITTENFICOWTBIE LT,

2) FEMZMR BB

Bl =l

7 4 B HBART A HONCERS- 7, 14, 21, 28, 35 BLN42 H,

EEREOEMIZ DWW TCRIE 7T LN 14 A,
AEECHIR S SIS R ATE L PEic DWW TR 549 Bl b EEL -
NBET—HFE LT,

B2 ik CHOEMUDEDI-AaT Y I REYERTIWT R a7 kL7883
e AR LT,
BEEHBIOEOFIE

ORNL- B, WERIRRE, TRk & IRITTE) (BlEs - SEED |
BEITE (AR 27—V o@g L,
QW NLE S, BiG &, FIEE, VB, #EEDIREE,
FE . AR-ARERES L ONEREOSMVBL, BEFLAR, WIR. Wi, o
M D AT DNT, =V BB T RHCEgE LT,
OAAT, EEGHNE, BETAICHT A US, ERITEY, HEi
INEE (BEIR - HE3E) . ®ATTEN (T 3< AN -5 0) | BELT
TS0 - BFERS) WREZOWNT, AT T 4 —
FNTEIZE LT,
3) HehemAT
Bl D FHOREO WIS 5 X 9 o8k L2 fE (Bl1iERE % &
i) BLOVEEME rOR NSO BIEIZEK U ERBREED
WEDBRE 5 Bl 70 & ONZ [BE RE O HES A5,
tip 11 D5 6 (5 40 H) B L OEME 2 @ (B4 12 H),
FHAEBREBEOMEIIFHTE 4 B,
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BEHETIE O COEDTA T ) T EEE NN TR T Lo BlEE
FiR D D WITRE ST X D HIEM 2 soék LT,
BZEH B L OEDFIE

ORI KT DIRTEB RS - RESB E TN 28I LT,
MR, AN, BRI, AR, B S A AR
W, ZERIEm RO
OB CPUTF = (T A a—m =7 U o 7RG 2 4
WTHIRER L OB YW TE SEIE L, 1 g WAL TR
L7,
QHF¥EHE : BREHENCEE (X — =R v 7 2B LT
CompAct, ZEETHEMER D) & AV C, EfRizilfEx, 10
SRR 1R L,
1) REEIE
Bii% ;A
RE B CHER L ONEIERE IR G- 1 3, b6, 7, 10, 14, 21, 28, 35 B LW
42 A& AT, FE 7B LT 4 A2 NCHIBR A, F3ER
BEOMETF S 1, 3. 5, 7. 10, MBI ON21 HOFE I (#Fh
21 BixNo. 452 DF), #EHR O, 1, 3, 5, 7. 10, 14, 178 kX
W20 HOFERT, WHE 0, 1B X4 HOEERIZ DN
#%6 AOHIHmA,
BIE 5 : B AR LEMRFE(GX-2000, R axtt=— - T F - F1) 2 A
THIEL., 1 g BZ TRk LT,
PREEHI IR L OMRE IR
R LV ER L,

<HER X ONEEREO D>
PG HAR
REHENE (9= #5492 0FE (-5 1 OEE Q)
oy SEIBINE (g)
IR E IR (%) o A& () X 100
= EAR ;
REHNE (2) = FIE11ARE (o) —REA2H K (g)
N REHENE ()
REIEINE (%) B H A2 A (o) X 100
CERBBE O 1>

AR BRAART G-I ;
KEEINE (g) = &4 14 ARE(g) — %5 1 ARE (g
] IREHNE ()
AR (94,) =
REEINER (%) h | D @ X100

_22_



SR0O8200

AR EAR
RERNE () = IR 20 BRE (g) —FIF 0 AR (g)
RERME ()
A %) =
AR BN (%) AR 0 F A (o) X 100
B HIR
REHEINE (g) = WHE 4 HIRE (g) —"HE 0 ARE (g)
i (0 ) INEIEINE ()
REINIZE (%) %% 0 A (9 X 100
5) FEE{ERIT
ik A
HiE H CHER X ONMEREOMEIT R B B L ORI AR E . KEE
CRICBICEME LT,
FRBBEOMEIZHOWTIT, IR 20 RIZFEE. WBH 0 HIZHE
D FHET Lz,
HIEHE : B A EMRFE(GX-2000, shlattm— -7 N - FA) 2 HWN

THIEL., 1 g BALCREER L7z, &EHIEITHICEY &2 HE
Br—UHIZKRE L, FOBITAERICAES LU EEL T
ELT, 2770, SREOBEIEECHRHEL,
BRI & (g/rat/day) DEH
CRAUC LV EM L,
#a 5 & (g/rat) — 5k & (g/rat)

B & (g/rat/day) =

HE B o B (day)
6) RipE
F5x D BEPERAE & IRl — O ERBREE O K EEME 5 B3 L O RIEREO 245
A 5 638 (B E 36~37 ) B L ONEIE 2 8 (RE 11~12 1)
BRI 715 © Ty NARES— Y (KN-646, B-1 . RS E H ®UERTD &
HUWTER L, 5 EZ D OK 3 BERICHEM U 788 R o
WTO~®% ., £77# 21 R OER TOP L O% 2 L7,
B L7 RITBRER THREEL,
MEEEB LI OBRESTE
® JxrpH B
@ 7EA (Protein) ABRACL
@ JRFE(Glucose) ARBR A
@ JR4 b K& (Ketone body) AR BRARTE
® wvaerl )—4> (Urobilinogen) ARBRALE
©® vUAEL(Bilirubin) AL
@ ¥ (Occult blood) AERIE
38 (Color) A BR 78 22
©® JRE (Urine Volume) BEEHE
L (Specilic gravily) JEPTRHE

_23_



SR0O8200

DO~D AT A4 AT A TR, V=R ANLVATT - BALT T ) AT (7 A
@ REEEHEI2Y S, TH AT

7) AR

45 C ERBREEOMEITHSEER A I AW B LA S EE B O
B8 U=t 5 e T, TR O EERE (A
WT=EBMIZ DWW T, ImEREIEFIZ W TEmR L7,

R  FRBRBEOMIIRS 42 BoRa #MiTsk% e 3. MERIT
ElfE 14 BOZ B OFIERHZEIM L7,

B ik C16~22 O AE T TT v Mo —F UV REE L B RENIR &
DEIM L=, REEBF DS B, O~WIZ-2UTiE EDTA-2K (-
Y/ FIEZERME, 7 VEERSH) COEE L7 M 1 ml.
HO, OBLC@IIC2DNTIES.8% 7 = BT R U 7 AT
L7 MiRHK 1~2mL &, 3500 [Bl#5/45 T 10 S o4y L
TELNZIMEEZ W, &6 mEss L OUsgidimEi
BB LT,
¥, HIIMEREBEHRIZEA May-Grinwald-Giemsa Yuf8) 2 {ERLL |
BELE, BRGSO S BRE RN H
MERBEHEAR ORI T2 T,

BESABLUOWMAE i -

@ FRmEkE (RBC) B HE

@ ~~ 27U v MEMHCT) BRI UR HE

@ ~FJ 1L (HGB) SLS ~EZ 1L

@ AR MERERE (MCV) RBC, HCTfEX 0 &l

® SRR Bk i 2 2 8 (MCH) RBC, HGBE L v B

® IR MER €0 33 1 BE (MCHC) HCT, HGBfE X v & H

@ 1/ kE (Platelet) EERRiw Al danbes

® BMmER% (WBC) Tu—H A AR —ik

© MIRINLEREL (Reticulocyte) To—H%A AR —iE

O [k To—H%A b AR —ik

(Differential count of WBC)

7k a e EER (PT)
JEVEALER Sy b v R 7T A L BERE (APTT)

ra ViR T AF %
T VU

SliSIS

8) Mk A L FHI A
Bil%

52

PRk

~0 BEMERS T E
M@ i EEE B EHIELILE KC4 714 |

XT-2000 iV, ¥ A A>T X

bU=T g s N FT

D MRS A L Rl — DB EE 5 B,
- RRRE BRI L7
c16~22 BF[] DB T CTT v e —TF VREE L, BEERENR K

D BRI L7, BRATAR DD B, OB EVOISUCH, M 1l
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BT~V F )L (XD MY T ATENBRDOFE],
1000 Bf7/mL, BROFEMRSEL) 49 20 AL TR E | 3500 [El45/
53 C 10 3R OE O EETR DA VTR L, fho
FEAZOW T EERIA Y SRR (2327 U —2 AL SRR AR
X&) iR E R L, 3500 [ElfiE/ 4 C 10 B 0@ L4 #EC
oo iiE 2 ATt L7 15 S 72 s L OE i
FTH-20°CLLF CHAERAE L. Bl SR R IO FERE LT,

A/G e (A/G ratio)

BEASE LR

MABHB L URMEFIE

@ AST Jscce i

@ ALT Jscc i

@ FTAHUKRRT 7 HZ—F(ALP) JSCC 1

@ y-GTP Ly WH IN-3-INAF 4= a7
=V FEHEIE

® N z—RZ(Glucose) ~F VX F—EE

® =125 11— (T-Cho) BEE

@ rUZVETA RTC) W7 U 2 a— A EE

® #BrUAE(T-Bil) FTYEU AL

© JRFEZEFEUN) %7 L7 — +GLDH ¥

J VT F=> (Crea) Jalreé &

@ UL ©Na) A A BPUER (TSE) ik

@ BV LK A & B ENR (TSE) i

@ 7ura—n(Cl) A F R FE R (ISE) £

@ S h(Ca) OCPC

B ) (IP) Fiske-Subba Row &

® H& 37 (TP) Eo Ly ME

@ ZE!'1%3F (Protein fraction) Yn—RT 7 — MEERIKENE

®@

©®

77 3 (Albumin) TP, wHSE X HEH

O~® BEOHTE 7080 2, ASLNAT 7 /B —X
@~ HEEXIKENER AES320, B4 U /XX

i SR

:

TR OMEITR G 42 AOF A MEOS BB K% 6 B (HE

4 B & B)IZ, 18R 25 B £ THOMMPED SNV R AR S
(O W IE 1) 134T 0R 26 B, BIE R MERE & SR8 14 H oA
W FEhE L7,

AR R B L, = VRN T R . MRS K 0 ERTE S

. BHORE - MM ARMICBZE L, £72 UTFTO&HT -
T 10%TEREE AL~ U VIZEE - fFE L7, b, IRER
BLON—F—RIFEy FY VK TEE - RELIBRBLY
R ERII7 7 AR CTREE, T0% 2% ) — /W RF LT, Bfilco
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WTIEERZ EABRRERE L, £HDH HHEICOWVTE
JFHIE LCELA L BETE - RTF LT,

(ER it 2 DB CRBM, /i3S JOVINAR) . FRE. IR, R, FUIRER (R
IMEZRGTe) . BIR. WUE. OIE. RaE. F. IFE. R,
oM. =R, B (A =il E2Ete) . B, BB BB, <&,
. Bl BEbe. R, BRLEK, AR, BEEEEESD).
IRERIS L ON— & — iR, KR (B e e, £5) . MBI U > 5
AT ) o8 E, B K OVAIRAY R (R ARk & o8
SEsamte) & UCE TIERE No. 251, 354),

inf
hu

10) #'EH BEERE

Bil% ; MLRZEARRA & Rl — D% FE 5 .
FEHI L OUE R BRIZ >V T,
RFHA ;AR
Wz ik BT EILRFE (BR-180A, HRA Lo — « 7o R« FA) AW

TUTOREOHEEAXRE L, FEDHLHIRFBEIZOWTIL,
FOEE CHIE LT,

MRESRE SR DD PR, BREL MENER. RIRF. MOAR. B, RBE LR IR
B
T EREORM Rk VEH L,
e 0/ KoxtEE (g)
MHxrEE (%) AR R (2 X 100

11) 7 AR 7 10 468 A

%k BRI ICEE - R LI S ORBE - AR oW TR R %
Ehti L, xIBEEB L OEHABIEOR 5 FlC oW THR L., ik
DREFR, WHRWEERGOEELE 2 5N EN A 5 TR,
REfR ks L OV BB ZOWTIEf (B 52 B de) ik L
Too FTo, HTHIOEEERE - MR O CISHIRFFIC A LA
BREY BT >OWT B8R LT,

Heds 7 vk DT T EBBET L~ XYY Y s AT R EEAR
TEEL L CHMR Uz, fhic, [EERE S & O 7 R E1I SV T IF
& & RO~ B YREREREAFR L TA~EDT Y VILEDH
MZpEsd U7-, 7o, BEMESBEOEM] (No. 102, 112, 208, 210,
305, 154, 253, 454) 2DV T, 0il red 0 PiEREZEH L T
HERRRE OB/ M2 e L7z, B2 B (No. 404, 410) DERIZ DOV
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. ASEZEAENE
1) YEEHIRA
Btk
THITE]

Jiik

2) /LIEREM A
Btk
BRI, 7ik

BB

SR0O8200

THla.,~ 7 a7 ) R X D mBEEorn g% 320 LT,
FRBRBEOXTHREE L 50 mg/kg BHOMET, BEROBFERIZOW
TREL,

: D 245

S BESYUTRT 10 B IR X O ERBREHIZRMLE T
FEREEIEIE 14 HOEAOHKRA £ T

X LAYRAIC LD ERBERER LR U, JUABEME TR
BB A Ble LT,

s PR DA Be g GEIR IR, 3815 B, 815 14 1 ds L OBk IR )
ZAHAMNDL 6 HOMRTEIKT O IER SHEL, EHRH
RS Lz, Zeds. FIFHMES 4 AmOFIZ>WT, A
DEYFRTEHER L, BEIRBD ONRWVIGEITIER HEL
Too FAFRIESIN 7 AU B L THALN D56, EiIER
& LRA & HIE LT,

s EREREE O HEME O £ 41

CHeh 14 B AEBEH . REHBAOEHERE LB E L, &
BLBA A B 004 27> 0 2R BREE OO [RIRERBEN O HEHE | X % XA HE
RENDECERRAE S,

¥, R—BOREMBIL 11 HEREE LT,
DRSS

RRMSIOMER G BNELIIZM BICE R UEZER. H 5V A A TEARF O

FEFHERICEDHAE L, WIS L2 A2 LR 0 A
L7,
AP OERICRRREEIN LT,

75 R on o/ 22 ) U T /M D EK
22 EF (Copulation index, %) E SR X 100

D AEIR OWMETE % o3 i OF B LOHIRREFIC BN DA KREOFHEIC
L0ATo7e, WAPLHBIIZRFEZREH L,

ZAEEM R

SL LR (R 1 ]9 1 O, =
Z e (Fertility index. %) AR

X100
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P

3) sy K OVEEIRIEEIEE

BilE R LTt o A4
SyiRBl % D SERAHERS ST MEB A (X2 B AR i ST

SrBRREE AR 21 A S 26 HE T A2 < & 3EHI(9 : 00,
13:003 L0017 : 00)BIE LTz,

PR 25 A FE THBROBD HFLRWEID 3 mg/kg BRI 2 B2 & 41,
BRRICE O RIEFITCHH Z & 2R LT,

O3 WRAE T D TERE 29 00 IZREM AR ZBOTIZED THD FIBZIAATND D
NEEISNEGAIHBKTE L. ZOREWEOH (K% 0 H)
ELT, LB EOAFERZHE LD IEFHES Lo, H
FERNETHE LIZGE BEL EONREEH A5 WIE0Hh&T
DIEBR TERDP ST GBI RFELMEE Lz,

WA O BRI IHEREH M LT,
A U EER

HE# (Gestalion index, %)= T X100
HPE R D 22 DR 0 BICIERICHIPE L7 G /A fF R LB T R & 2313
L. ZhooEedEHERKE Uz, kA HIERICHAREZE
L7,
L A A R
HA#E (Live birth index., %) = I X 100

HEROHLLOREL - 1% 0 BITE~ OREHOMEA AL & AFEZRE O OF X TH
ELT-, WEREEOEE 0 HOEHER, AT flzE R
WIHE 0 BOAEFRZLNIHE 4 AOEFREZNZLE LT
TEREHLA,

HEHEE R 5k
T PR DR B+ M HH 2 R 4

HE 0 A DE2HEROVE (Sex ratio) =

. ) HEATFIN AR
= =] J 3 =
FHE 0 B OAELFEIRDOMER (Sex ratio) Py R N Ty R E
- ) o HEA A R4
mWiE 4 O D4EFERDOMEL. (Sex ratio) = T I R
IEREAR O B RO LM E O HE CTOMO KA LT,
DRFEO R D BRI MO T ENOERRE WG L=, ko1
B iR AR EIL LT,
HEE B
Sl i i %) = =
L5865 (Delivery index, %) R X 100

_28_



SR0O8200

EREORM D FRRRR I A MO IR DB A FIHE U IR D IE B IR R
R LU,
e g .. o/ IR
AR (Ilmplantation index. %) R X 100

T 4 A OMTRORH
R LHERICEE L,

e 2= - 3= s
T E % (Nursing index, %)= w4 A L%ﬁiﬁéiﬁf;mﬁ X 100
L = BUL

4) AR O — Bk R

k= ;24

BEFE :1[\H

Hi ] R THEAEZ OB S LTERL, A% 0 BNLAK 4 H
MAE)ETE L

BTk AEFELITECOMRE, RIRERS KOS ROV TEIZ L,

7pd. FECHIIE RBEIRLHICE R L, Whole body & 10% HE
BRI~ ) R TREE - RTE LT,
4 AOFERATEOREH
CRAUT KD 1 ERATHEM L,
Atk 4 ORI

IE’ }_"/_5 s, . . . Ie) —
HAERAEGFZE Viability index. %) R A X100
5) BrAIROKERIE
Bl - R EFEREFICONT, A% 0, 1BXTU4 AIICERM L,
BT 5 » BT R KRE (6X-2000, EEfthe— T2 K FA)EHWO

THERERNC THEE D THIEL, 0.1 g T TR LT,
TEMEEIZ LY O TR ERRD -,
6) F/EEOH KR

) - 515K A% A BB OWTER L,
L EIRIR CARAR(OENEZ G 2828 L, TBLIRFBRAILIC L0 22840

S, 2FORE BB ERIRMICEE L, REFICOWLTIE,
Whole body % 10% B ME@#E R~ Y VIRICET - BEL-,
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6. #EEtFEMIAE

fH, BREDHE, KRE, RESEMERSLOHEMNR, SR RE, MEFH0RE, N
WA FHRTE., SRT O ER XU ERE, BIEHHB, S, FREB I UE
R, RS, HEROAT KBS LU R, offR, HAES, M, TR,
A% 4 BOEFREB LU ERAFROBIRIC OV TEHES LORERAZFEH L,
Bartlelt DMEHELITVESRMELMNT LTz, FMOBEIT— ol B0 8o s THAT
L. AESBOEG T Kruskal -Wallis ORREE THT L7z, —tRESEOITORE. F
EAENHOLNT-E A X Dunnett OREEE AV TxHREE L OB 21T 572, Kruskal - Wallis
HEORRMT OFE R ATEZN I BT 85E 13 Mann-Whi tney @ U-HEE %L O RTHBRE & o b
Eiiolc, 7B, FAEROHMNEEIL, | BEERR S L,

MR IEE S OB A OBSIAE | IRRAOEMENIEE, JRIEER S R
HERTHIRAED 55 2 B LD 7 L — RO bV RICOW TR, BEOMEm %
Kruskal-Wallis ORRELE TN L, AEENHOLNTZES X Mann—Whitney © U-FRELE
AWTCHIREE L O F1T o 72,

RO R ORHE, KRE, ZhE, HEE, WE 4 BOWEE, 720 CITRER
BHRED S H 1 BHEOZ L — RARBDLNEF RO TR, SR “FREL
1TV, FORBRFEEENREDOONTZHEICIT 2 R A4 “FRIETHMEE L OB E2TT-
Too 72750, 23BI DA RREICREA DB AL Fisher OFEL MR EEE AV,

XHHRRE & OHBBEIC OV TIE, BEKEIL 5% E Lz, 2B, HaEMHHEICET %
7R J71%% INDIVIDUAL DATA O HEEIC R,
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REEGSHE
— AR
— IR BED A & Table 1354 T8 2, INDIVIDUAL DATA 1-1-1~1-3-2 {Z7%7,
EiZ=a Gl
(1) K
%f FREE (0 mg/kg #f) 35 L UV 12. 5 mg/kg BETIEL, & 1 BN FAIEB X OMEABAL I, S 61
xHRRE CIIATFEB O EHE N L RO S ivlo, HUIKTREED 2 f CHENED bk,
3B LVE0 me/kg FETIE, BFIEFRD bLRNoT,
(2) M - [FIE#E
XRIETCIE, BEITRO -T2,
50 mg/kg RETIX, 2 BITTRHFN 1 BOAHRD LT,
(3) M . FAABREE
AZECATHAM ;
STHARE, 3B L TN12.5 mg/kg FETIEL, BFITRD LN o7,
50 mg/kg FETHE, 1T FFI2S LB, flod | B CHEENRBR &z,
FERRIART
KTHAHEFS KOV 50 mg/keg BETIL, BEITFD NN 2T,
3 mg/kg BETIE, 1 B CILHR 23 BITHSIRIEZ: & ONTHERG L (L3 L OWMRE H A B A3
oo, BBREELE Lz, iz, 1 FlOMTIZE TREENED i,
12.5 mg/kg BETIEL. 1 #I0BEEIR T FED bl
WA AR
STHREECIL, L HICHE 6 HICHENRZO N LSMIEFE TR N o T,
3 mg/kg BETIX, 1 HITHE 1 BICAREHOMK FBRO LR, WHE 2 B MFl, #HE
HAVUL 3 X OSMRIE R EIP) 72 & CNCRIBIR T3R80 B, HE 3 R T LT,
12.5 mg/kg BETlE, HRHAR D GffkEe L C 1 $0 BRI L PR v,
50mg/kg HETIX 1 BITHIB 2 BICHREFHOR TE I UFR - 2 - B OEFEENRD LI,
WE 3 HIIEMERARGR BN . WH 4 HIZORE L EFOWEBNEZ DT L,
(=S ]
(D HE
KEPEEE72 5 ONT 50 mg/kg BEE HICERFEITRRD DL Mo T,
(2) i
*TRREE7L H TN 50 mg/kg FEE BICRF TR D bR h o T,
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2. FFEMT—ARIKREEEE
FEM 7 — MR RBELE O BUiE & Table 3-1~4-2-3, INDIVIDUAL DATA 2-1-1~2-18-6,
Definitions for detailed clinical and functional observations % INDIVIDUAL DATA 2-1-1
DR T,
ES= Ll
(1) 7%
3, 12.5 B XTNE0 mg/kg BE & HITH AL & LI L THERA(LITED biainolz,
(2) M - [FIHERE
50 mg/kg FEICAH ERE(LIZRED bieh o7z,
(3) M - FRABREE
3, 12.5 BLVN60 mg/kg & LICHBERAEITBD b7z,
(el ]
(1) #E
50 mg/kg BT AEREILITFED IR Tz,
(2) i
50 mg/kg BEICAH B REITFED bR oTz,

3. HWERE
HEBERMAE DR % Table 5~6, INDIVIDUAL DATA 3-1-1~3-10-2, Definitions for detailed
clinical and functional observations % TNDIVIDUAL DATA 2-1-1 OERNIRT,
[$x 5 6 3]
(1)
3. 12.5 B LU0 mg/kg B & b ITRHHRRE & il U CHBEREMITRD biveno7,
(2) M : [EfERE
50 mg/kg BRICA B2 EITRD 6ol
[[F118 2 ]
(1)
50 mg/kg FEICH B ZIERRD b2 o T,
(2) M
50 mg/kg BEIZH B 2REITEED b leino T,
(EE 4 H]
(1) M - TikBREt
B ZEEB ORIT I T, 3mg/kg B TlE, TR 50-60"F L O IES) & (Total 1 0-60")
CAHBEREEATED b, 12.5 mg/kg B TITAEREITED bR o7, 50 mg/kg #F T
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VI, WRIEBNE (Total :0'-60") ICH HE B EATRD i,
BHTIE, 3, 12.5BL50 mg/kg BEL HICABREILITRD LN - T,

4. KEHR

REHERL % Figure 1~3, Table 7~11, INDIVIDUAL DATA 4-1-1~4-5-2 {27+,
%511

(1) K

3. 12.5 B K150 mg/kg Bf & I xR & Il U CHERBITRD bz odz,
(2) M FEIMERE

50 mg/kg BEWCAH B/ AITRED bR T,

(3) M - FAABRAE

RBLAT, AR L OB RO TAUICB O T O EEREIIEED oo T,
REIG-EIEN

(1) M
50 mg/kg BEICAERE(LITRBD Lehr o7z,
(2) M

50 mg/kg BEICAH B REITFED bR oTz,

5. Bfi=

fBAf 8% Figure 4~6, Table 12~16, INDIVIDUAL DATA 5-1-1~5-5-2 (=R,

[ G- H#if ]

(L) %

3. 12.5 B X N50 mg/kg BE & HIZXIIREE & iR U THEREMIIRD LR 0T,
(2) M - [EI4ERE

50 mg/kg BEIZ A B2 E(LITRRD Hivieno Tz,

(3) M . EiREREE

RBCHTOR G T B 53 D23 B L O50 mg/kg BE TH B ZRIRMENRRO b7z, 12. 5 mg/ke
FHCIEEREEIRED b2 o Tz,

IFHREA 3 L O BRI CIRRAB BT S LICHBERELITEED bk o Tz,
=18 1 ]

(1)

50 mg/kg BECAH B ALITRD bR ol
(2) HE

50 mg/kg BEIZ RAARIZER O Bl o T,

_33_



SR0O8200

6. RiE&E

FRIGE DRAE% Table 17~20, INDIVIDUAL DATA 6-1-1~6-4-2 (Z7="3,
(#2561 ]

(1) K

3. 12.5 B L5650 mg/kg BEL BICKREE &L LB L THERLLITR D b o7z,
(2) M - [RIERE

50 mg/kg FEICH B ZLIEERD b2 o T,

[[E45 2 ]
(1) #t

50 mg/kg FEIC A BERE(ITRRD bivieino Tz,
(2) Mt

50 mg/kg BEICA BRALITRD bnieinoTz,

1. MBEFHRE

MR FIRRE O RAE % Table 21~24, INDIVIDUAL DATA 7-1-1~7-4-4 {2/~
(% - HIR T e
(1)

3SELUNI2.5 mg/kg BETIL, XHHREEL Ik L CHBERELITRD Live o T,

50 mg/kg B TIL JRMEREL (RBC) \~F 27 11 B /R EE (HGB) 38 K UMFH5 7R L BR i 4 58 9 52 (MCHC)
OF B RARE ., TR ER A MCV) . IR BR (4 38 B MCH) 5 L OV AR 1 BR 2K
(Reticulocytle) DHERFENRD LT,

(2) M . FEREDE

3 mg/kg BETIXAEREITRD B ho T,

12. 5 mg/kg TiX, ~E/ 0 CVREOAERKRENEO b/, Fio, /M (Platelet)
DHEBEREENRTED NS AREFIEDR WAL TEH O BIEFRERITR 0 &l Lz,

50 mg/kg BETIE, MRMERE, ~~ 27 Uy MEMHCT), ~E7 1 EURER X UFEERMER
Wi AR E OB E/RRME, SFARIMERARE, TR LKL A FE B L ORRERE OB E R &
ERRD LT,

(=118 5 e T B

(1) #E

50 mg/kg BEICRIMLEREL TS S OSER AR I ER i 6 R IR FE O AT B A IR fE, SFHI R MLEREFE R L OV
BRI R EOFEREEIFRD bl
(2)

50 mg/kg BEIZARINERB O BB /2RME, FHRIMERAERR L OCER R AR BEOER L E
ENFRD ST,
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8. MRILFMIRE

ME L FHIRTE DR A% Table 25~28. INDIVIDUAL DATA 8-1-1~8-4-4 |Z37,
(¥ 5-HI R T B
(1)

3 mg/kg BETIEIATIRRE & Hls U THBEREIEERD H o T,

12.5 mg/kg BETIE., EE M (Protein fraction) T7 /7 2 4tk (Albumin) D B 72 &
ER IRy 27U 55 EE (y-Globulin) DA B R IKEN RS ST,

50 mg/kg BETIX, A/G L(A/G ratio) DA E/MREME., EINSBTT LT I VARLONER
EEBIW o787V U oHEE (0, -Globulin) DA EREM, 25 NTRE D L (T-Bil)
DEFEBREEIHED ST,

(2) M . FEREE

3B KVN12.5 mg/kg BETITAEREMITED LILeh o7z,

50 mg/kg ETIZ. BE UL ELCDOITBEREMENED b,
(A7 W& 1 AF]

(1) K

50 mg/kg BEITHA B U L E L OA ERRMENRD bR BGR TR L (IMEOAEEETHY .
TR ERIT R S L7,

(2) M

50 mg/kg FEICHRER (TP) /L 0 A (Ca) BLUERY o (IP) OF B2 SENFE D LV Ds,
BeOETRIERED LN TNARVWEEETH Y, BHEFNRERITD LB LT,

9. BIEFTR
HIKET L& Table 29~31, INDIVIDUAL DATA 9-1-1~9-4-2 (2R,
[Px 5 AR 1R
(1) K
SHREETIX, 749 | 4 CHEBOE KRR L OREHENTZD b,
3 mg/kg #ETIX, 12 BB TREFLIIRD LR o7,
12.5 mg/kg FETIE, 12 B+ 6 5] THIE DRSS LA TE 0 b iz,
50 mg/kg BETIE, 7 FIRF THIEROR K AL, b FTHIROBERZED Sk,
(2) M . TRBRREE
il
SHRREETIL, 12 609 1 GBI TR OZFEREI D Lt
3 mg/kg BETIE, ATFEHI 8 B | H1TH DRI A EBEATRD bivk, £, FETH
2 B CIEMAR T X OMRIR O ZFRE RO HiL, & 1 U OKIERELE L OUR T RO % Bk
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BOEDH D WIIETH KIROZ B REABE, IRE #HPT SO R aN R I OEA B ORKAR
o,

12.5 mg/kg BETIX, 12 1 5 B CRBBROKRFE L, 1 FICRER O EB O NMERE
i,

50 mg/kg BETIX, EFEH 11 42 CHRIEOREOENRD b, 9 FlICEEOBEL, 4 1
BNl & BAEHE & D& 72 & NTAEBIROFERNE D Hhvie, £72, FETH 1 B THTE KK
DOFRMEERLR, Mg L ORIROERE IR b,

RELA

3 mg/kg FED 2 i 1 FICHITRAMNIE  A R TEBEARD bhzn, o 1 Sl iEREDN
RIZFBEO SN o7z, 728, SEEE, 12.5 BI 50 mg/kg B IIAALFNIIRE D S d o
77
[IE1 18 5 R T 1]

(1)

XTREECIIRETTRIZRD b o7,

50 mg/kg BETIX, 5 HIF 4 Fil THBEROIFRALBTRD b,
(2) M

KERBE T 5 Bl 1 L7 R & RE A & O & 23380 BTz,

50 mg/kg BETIX, 5 PIABNIMIROIE BT T,

10. #FEE=E

BEOEMEERS I OCHEGERZOMAE S Table 32~35, TNDTVIDUAL DATA 10-1-1~10-4-4
TN

(5% 5 R T I

(1) %

3 mg/kg BETIX, BIBOMXERICAIEE L B L CTHAERIKENED b7,

12.5 mg/kg FETIE, AREAREMITBD N7,

50 mg/kg FETIE, MEROM ST EE&IC & EMEN, MM ERICAHERESME. 726 CICRIB ofxt
BERICAFEREREIRD LT,

(2) M FRERAE

3 mg/kg HETIIAERELITRD Sneh o,

12. 5 mg/kg BETIT. NTHEOME S EEICA B R SMENBED NN, HEKRFEONET
bV wmIERRERITR G LT LT,

50 mg/kg BETIEL, MUIBROHEXTE X UMM ERICH RS EIHD biviz, s, LR
HEICAERZBENRD LA, MAEEICIIAREN VW EDLERNLERELE X
LA, mMEERRERITI RV L L,
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REIG =gl Ll gindl

(1)

50 mg/kg B DAFRROMEX EEIZA TR REDRO DL, £ b FRHTITERD 6Tz
WHEETHY, #IEEARESEIT a0 Ll L7,

(2)

50 mg/kg BE TIIABREITRD Lol

1. FREBEBENRE

S FRAR AR A A DRRE & Table 36~39, INDIVIDUAL DATA 11-1-1~11-4-2 27",
[$% 5-4 RA T ]
(1) I

<HThig>

12.5 mg/kg RET~E DT U IE (ST CFBME 25 7 B (8D . 50 mg/kg RET~NE DT
U (Sl BB 23 7 B B 3 5], AR 4 ) . BESNEILDS 6 B (B IO B
7o MUIZIEX, #EBRWVE &5\ ZRRE U 72 pT AL & D WX BB E O A4 -~ J T FLITEE D Hav7ens
-7z,

<PefiE>

12. 5 mg/kg #ET H o MA 9 FIGRE) . ~ET T U kg O U (~L U o FYe @ JENE) 23 8 B
(BB | BESMEMOTIAEDY 4 5] (BRED) . 50 mg/kg #ET O oAy 7 1) (BREE 2 1), AR EE 5 61))
~NEVT U LG OTER T H (RE) | FEFMEMOTTENS THIERE 6 fl, REE 16D, X5
B OZERRAS 1 F] R ID) IZER D ATz,

SRBEE B 6>

50 mg/kg AF TARMERIE ML OTTHERS b F (BEED) IZ7B8 L LT,

<EDOMOLGE < MR

HREF BB L 7B L& D VWIS BBE O 2 "3 BT ERR O b ns o7z,

I 2 %5 (No. 404, 410) DEMRIZDOWTERM L72Hla,,~ 7 77 ) UHURIC X 5 RE kR %
BTN T LS BHELUR A Z D HivTz,

(RIS PARAYRT L oDFR D B 7= 1]

SHRRBED 1 1T b BB O IR R 3 L ORIMAIEIZBY L CRaSMNE L 0 TTHE (55 2358
¥ e
(2) M FAEREE

(st ]

3 mg/kg BETIE, IR 24 A OETHIZ RO BB OZEHE (B L) 3 K OURMEE O ZHE (7%
B DRERO 7o, i, RIEIOKIE B2 O JEMRBR R (R E) 3 L USE Al (PEE) 28 6

Vil oD 87 R D o0 7K I (R BT A3 78D B L7z,
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FIREOWEE 3 B O LHITHE, IgRO~E DT Y L IEOTUHE RE) . AMEEOZEHE (EE)
B L OURMBE O ZENE (R ) 83380 bivl, i, BB ORREICIT D RGO Rk (85
EE) . RiIEOEE (TEE) B L OFHO F £ —7 CHR OB (RE) BB 5z,

50 mg/kg BECIL, WHE 4 A OB EFIIIFBO~NE DT U s BE, ~v U U HEBEE) .
D ~F T U ik OTUHE (B | FAIEREO ZHE (TLE) B L OTREEE O 2 (B ) 5380 6
i, Mz, B FE—7 AL ORUD (BRI R0 HivT,

<IFFhE>

12.5 mg/kg BETAE DTV UihaE (L U UF G A T G (BRED) | RESMETLAS 1 6 (BEE) |
50 mg/kg FET~ETT U L UaE (UL Y U EBE) 28 11 6 (B 1, H5E 10 B . fishE
Py 11 IR IR Bz, i, WHRE R 5B LT b 2 W IS BUHE O #E N
TR RIS b ho 7,

<>

3 mg/kg BETAE DT U LIRBEOTLME (LY o FYEENM) 23 2 5] (D) . 12.5 mg/kg BET
I oIS 4 BIERE) . ~TUT Y A OTTHEN 4 F (8RE) | fEFMEMOTTEN 4§ (BREE) |
50 mg/kg BET D o MA 9 BIAREE) ., ~ETT YU LILFEO GHEN 11 B (RE) | BSE MmO Ui
2511 B (BEIE 6 B, PR S B . S OICHMBEOZRED 1B (B . BIEARS 1 B (BEE) I
RO b,

CEOMOEIE - ks>

PERE I G- (B Lo R D W B OB Z =4 T LIEERD bh o7,

(AR (A ARAYFT L D3R B 7= 1]

XTHREED 1 I TH LN MIROZEM IR LT, KB OZEM (FEE) 23580 bl

3 mg/kg BED 1 BITH SN B OBENED AAEICE L COR ¥ EEER (RE) B b
7

12.5mg/kg BED 1 Bl TH LN BRSO EBER TIEIZE L T, BERICEFIIED LN
2o,

50 mg/kg BFED 1 FlIZH LA BIBROEIIZE L T, & (B 1RO b,
(198 3 R T o]

(1)

<IThE>

50 mg/kg BETNE DT U L& (DL U R IGME) A3 6 6 (BREE 3 6, TERE 2 6D IZBH L
oo fIZIE, WEEBRPE R GICEE LAt e D WO BUEE O E R~ 3T RS bz
-7,

<BelEe>

50 mg/kg FHET~EVT U LILEFEDOTUE (LY mE Y3 hE) 25 5 4l (REE) ITR O bz,
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SRR Rl

50 mg/kg FEICRFRC TS ZMITRBO BRI~ T,

EDOMOERT - A

BRI B GICBE LT B o 5 W RBBEE OB N2 =TT RITRO b s o7z,
(2) M

<Bth>

50 mg/kg BETAE DT U P& (DL U M) 23 5 B (B 2 ], HERE 3 BN ISR b
Tro MUIZIE, BEBRWYE R G IZEE L7 pr L& D WX R BUEE O Z 3 AT RATEE D b v /e ds
272,

<>

50 mg/kg BFETAE VT U L (DL U B OTTHEN b 6] (P 1T bz,

SRIET~E DT U WE (VD R O 2 fIERE) . & HITHIRED 1 4
E)ICRD b,

EDOMOLE « Mk

R B AR BB L 7P L& D VN IR BB E O <3 BT UGG ® b ie o 7z,

[HI R BRI ARRAYFT R OB B 7 f41]

KIFRRED 1 1T A B a7 g & AEN#EAR & ORiE I L T, RO #ER (BE) AR D LI
77

0. HEERESH
(1) 15 /38 B e A

PERHIRE DORRE A Table 40 354 0V41, INDIVIDUAL DATA 12-1-1~12-2-2 |Z59,
[EEEREL]

SRR, 33400 12,5 me/kg BETIZ, BEMAD 2 RTHEITRED bR -7z,

50 mg/kg BETIE. RBELRTOF G MARTIC 1l CEGIEREIRD L. Zof Tk, REH
o> 2 A BICREN B3, IR KU RS S dviz, oo 1 61 CIE sz id ) i 2 s ke IE
FIENFBO b, KEMBE ORE DIZRZREN A L, IHRE L OV hpsmss <z, L
L. EFMAHONEARE LOREHHARICHRBA L LB L TAEREZIRD bR o7,
[IEHE ]

50 mg/kg BEIZ R AT E I &2 R T E OB R I LU BRI IZF B2 21580 bnRh o,

PR H TR IERTE & HIE SN, R CRIEHIM Tz 1 flicx ey, ED%AE
BV ICEYE BRSO BTz,

(2) A FHREME A

ATERERMIA DR & Table 40, INDIVIDUAL DATA 13-1~13-4 2.5,

3. 12.5 B KU 50 mg/kg BEE BICRRERE, s, HMER, HIEHMHBLOWE 1 HOWE
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RICHIRRE & R L THRERETED bR o Tz,

FRIEIRA17S 3 mg/kg BEC 2 BB b, HIBET R T, M1 BORTARIZH &R T
TSRO b, Z ORI TIIMOMEIR BICRF 32 <0 K NER LRI E Ofic HEE
PEIZAe B2 ST, Fio, oM 1 flE X OREAE T ok 2 Flls 20T b R BR R EEA T
REZRFETIZOONT. 2O 26OMNMEDRINERTT 5 2 L IXHRRD 272,

()R, sk, BRI LU IRAGFR

IR, i, "HEIREER X O E R A RDORAE % Table 42, INDIVIDUAL DATA 14-1~14-4
(05 g N

3. 12.5 B LU 50 mg/kg BE L GITHEE ARIEEL BRE, ok, HERE AEVE
HERBLIOEFER(EE 0B L0 B) DM, BAERBIOWE 4 B OB AR AEFRICTH
BB L THEBEREITRD Dol

3 mg/kg TED | BN I BRAAEIZFE T LT,

D) F AR o—fikeE

AW O —FIRIEDRFE & Table 43, INDIVIDUAL DATA 15-1~15-4 {Z/R"d,

SRS PRI OIE T I, P REEECHRE 1 1], 3 mg/kg BETHE 2 BINFED HLT,

HE 4 AETORTIES D VIR, XTREETHE 3 flis LOME 2 F, 3 mg/kg FETUE 10
il L OME 8 i, 12.5 mg/kg BETHE 5 33 L OME 6 1, 50 mg/kg A THE 7 3 I OME 11 123
b,

s, ML EDO SRR THRERBIOCEGFRE L I L7 3 ROFED L2 WFIH
BR &z,

G) B ERDOIRE

AW OEEAES A Figure 7, Table 44, INDIVIDUAL DATA 16-1~16-4 {2559,

3. 12.5 35 XUV 50 mg/kg BEDMEME & & (W E IR TS IREE & B U TR ERZETRD b
o,

(6) FAE R OHIRFR A

AR OSIRAT R % Table 45, INDIVIDUAL DATA 17~18-4 |25,

A4 NEOET R G ICHE 4 DOAFR T, £hH 2 WA OB I B Rtk xt
Bt BB RGHHIHIL S,
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5

N

- FAT =V o 0GHER, FUEa ), 3, 12.5 BLUN50 mg/ke & 1 BERERER 12 P
> Crl:CD(SD) 7 » M, BET v Mt U TIEARRREAT, ZEEHIfM B X ORIt % & deat 42 A,
#EZ > MRt U T3 2SR, A2Bld L OMEIRMIM., 72 b NS4 #Et% 5 H E T MM (42~55 B )
RO G L, HEEEY ~0 IR G X 208, S O ET L O ER OB AEICKIT TR
B OWTHRET L7z, £72. 0GHB) B LT 50 mg/kg IooWT, WEKTH 14 HiMoRIEN:Z
REt L 7=,

1. REZRESSE

PERREIRIIC 3 mg/kg BECHE 1 B, FITEEIRIC 3 B LT 50 mg/kg BETHKUE 1 FIOFECHIH
bivlz, FEEHID S &, 3 mg/keg TED 2 Hl TIX THIE 72 I THRAE, HHE BB OETH 2 41CiEE
FIEEFOR FTARD LA, WT OB bEEHIL (LM, AMRE R A 23558 L7z, 50 mg/kg
BEO 1HITIE. BRESORT. HRESR., TRHIOE OB LOHREHIL GMRIE L E ) 23558
DO, FIRAT LTI, iR X OMRIROZMEA 2 Bl A D, fils, RTHE RO 2 BPERR
BEEC KRR, IR H R O 2 Bt B AR P OB R BB OELE D E D WITEL R
BFORRKBRBD LN, ZNOOEMMNEIE, #HBRYELS ICRE L 2RmHNHEE IR, [
—RE&%EE5 L TOWDREIERIZITIFERRO AR/ D DNRWNZ LG, RS D WDIIERICE S
REIINIAE S B EBOEMENFEES LTSRN S 2 b/, WEARSEAIRE TIE, T
ED~ELT D ALERCHBO~E DT Y R EOTLE, BRBEOERLTOEFEEIC LD LN
DRI A, BENR D F & — 7 L BERL OO R0 FI B - ZRIBE D ZEME T D IRIIIF DAL ERD 6
NDZEND, ERITELIRSD 2 \VITIRIRIC £ 5 REEINCAE S KR E ORI G HE, WE
LEWERDZELIZEDEREEZ LI,

R ~DFEL LT, 50mg/kg BEOHEME TRINERE, ~E /o BEOARLKMELR SV
IR M ERAAR &R ER I AR BEOF B, FHRLERDERREOH R EME, S
HIZHRILERE OB R A, MTiE~~ b7 Uy MEOARERIEMELRD b, HBRDERSE
(B LB AR & HEZR ST, E oL FIRRET L TR - PR O R SR Akl L OVE
BN, HFEEREARE TR b EIFRO~E T ) ik CHEsE L 72 S NS gD 5 -
L, ~ETF Y U ALERXORMNEMOTUEX, Z oMM L7221k E B 2 b, Mk
{LZEK A T 50 mg/kg BEDOHEMEZZRD SN TV AR E Y L E O EREM L AW, HHRwmE
BeHC LD RMERIEE I C /R T 2 b0 LRI N, ~EUT ) bAB L ORESMNE L O FLEID
DWTIEL, HREEOHET 14, FIHEFFOMET 2 AR O LN TWD Z &b, 3FILL EDHRILE
R EHEC L DB LW L2, £7-. 50 mg/kg FEDHETER D & TV D KERTF 48 D 7R 1L
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BRiE MO LI Z OB MAEMIZ X B RIS EO (L L R ST,

ARG MUIAITEERIC RO LR, ~E/ BV RESC~Y M7 Uy ME, #EIRI0ER
BOFEZTBOLNRNZ LD, REK (% 14 AMTETOREENRDLND b O L
AN, —JF. 12.5mg/kg EOMETED LN~/ UV BEOREREML 26 01l

BT S E B X bR,

SABEDLL L LT, 50 mg/ke BEOHEHED Ml C 19 IBBE O 23R bz, WAL 3 3
LU 50 mg/kg BEOMEDETHNZ HRD LTV DLELTH D08, (KESLCEAEIZIIRIE T
T HEALIERD NN D | PRI 5B L S I8 T 12 BIH 9 % FTREME S
"Bahi,

HMEDWEE 4 0B R EB)E T 3 mg/kg BEOWTBILA 50-6072 5N 3 B LU 50 mg/kg FED
RIEEN R (Total :0-60) IZA B RBEARD L=, —REORBEEE KM LIZAFEAELEZD
NHZEND, BEEAZRERT RV &R,

Z O, ML TFRIBETRDONTVHIEARDAEE, ERE TRO LILTV D LIESR
IR OREE., RHEBRENRE THRO LUV 2 RO /N SEEC L, Bi&o RAEE £
DA, Fla,,-2 v 7 ) UHURICEBE 2 R TIARME EE OB MES OB, ThEh
Bl D ABEEN NI &, i, BEMEOHMERTHATHERNZ D, HBRYERS
(B U 22 Tl &Il L7,

PlEDZ 26, 222 F AT =) CORRBEMNTICHE T 2 |EEE (NOREL) X, 3 mg/kg #ED
TR HBRDENTWAZ L, 3 mg/kg UL EOME,. 12.5 mg/kg YL FORETE MMM IERD 5
NTWDZ EnE, T3 mg/ke/day, MET 3 mg/kg/day Kifi & B % LT,

2. AMEREEM

VIR AERHRER AR, AEAR. Ol WEIRRRR LUUAER AR, HAERO BIRE, K
H, FIMATROWTRICOWTE, SREEOREM 2 6 ICH ERICHEBRWE R G ICHEE L
ZACITREO DR o7z,

PEDZ Lint, 22 F A7 =Y CORBEBREATIZEBIT 2BEMOAEFERER & UTH AN O
AT 2 EE B (NOEL) (V3741 50 me/ke/day & & BT,
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Body weight of male rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study with the reproduction/developmental toxicity
screening test (SR08200)
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Figure 2 Body weight of female rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study with the reproduction/developmental toxicity

screening test (SR08200)
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Figure 3 Body weight of female rats in 14-day recovery test following 42-day repeated oral dose with 2-ethylaniline in the combined repeated dose toxicity

study with the reproduction/developmental toxicity screening test (SR08200)
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Figure 4 Food consumption of male rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study with the

reproduction/developmental toxicity screening test (SR08200)
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Figure 5 Food consumption of female rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test (SR08200)
* : Significantly different {from the 0 mg/kg group at p=0.05 (Dunnett's test).
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Food consumption of female rats in 14-day recovery test following 42-day repeated oral dose with 2-ethylaniline in the
combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR08200)
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Body weight of pups in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of 2-ethylaniline
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Table 1 General appearance of male rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR08200)

Administration period (day) Autopsy
Group Findings 1-25 26 27 28 29 3031 32 33343536 37 38 39 4041 42 day

0 mg/kg Number of animals examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 7
No abnormal findings 12 12 11 12 11 12 11 11 10 11 12 12 11 12 7
Diarrhea 0 0 0 0 1 0 1 0 0 0 0 0 0 0 0
Soft feces 0 0 1 0 0 0 0 1 2 0 0 0 1 0 0
Soil of perianal fur 0 0 0 0 0 0 1 1 1 1 0 0 0 0 0
3 mg/kg Number of animals examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormal findings 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
12.5 mg/kg  Number of animals examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormal findings 12 11 11 11 11 12 11 11 11 11 11 12 11 12 12
Diarrhca 0 1 0 1 1 0 0 1 0 0 0 0 0 0 0
Soft feces 0 0 1 0 0 0 1 0 1 1 1 0 1 0 0
50 mg/kg Number of animals examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 7
No abnormal findings 12 12 12 12 12 12 12 12 12 12 12 12 12 12 7

Recovery period (day) Autopsy

Group Findings 1-14 day

0 mg/kg Number of animals examined 5 5
No abnormal findings 5 5

50 mg/kg Number of animals examined 5 5
No abnormal findings 5 5

Valucs arc number of animals with findings.
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Tablc 2

General appearance of femalc rats doscd orally with 2-cthylaniline in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR08200)

Pre-mating period (day)

Group Findings 1 2 3 4-7 8 9 10-14 15 16 17 18-27
0 mg/kg Number of animals examined 12 12 12 12 12 12 12 10 9 1 -
No abnormal findings 12 12 12 12 12 12 12 10 9 1 -
3 mg/kg Number of animals examined 12 12 12 12 12 12 12 8 5 3 -
No abnormal findings 12 12 12 12 12 12 12 8 5 3 -
12.5 mg/kg  Number of animals examined 12 12 12 12 12 12 12 6 6 - -
No abnormal findings 12 12 12 12 12 12 12 6 6 - -
50 mg/kg Number of animals examined 12 12 12 12 12 12 12 10 9 1 1
No abnormal findings 12 11 12 11 12 11 12 10 9 1 1
Diarrhea 0 0 0 0 0 1 0 0 0 0 0
Soft feces 0 1 0 1 0 0 0 0 0 0 0

Values are number of animal with findings.

- : Blank.

(to be continued)
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Table 2 Gencral appcearance of femalc rats doscd orally with 2-cthylaniline in the combined repeated dosc toxicity study with the reproduction/developmental toxicity screening test (SR08200)
(continued-1)

Gestation period (day)
Group Findings 0-15 16 17-21 22 23 24 25 26
0 mg/kg Number of animals examined 12 12 12 6 - - - -
No abnormal findings 12 12 12 6 - - - -
3 mg/kg Number of animals examined 12 12 12 7 3 3 2 2
No abnormal findings 12 11 11 6 1 1 1 1
Subcutaneous mass, right side of thoracic region 0 1 1 1 1 1 1 1
Dead 0 0 0 0 0 1 0 0
Mucous feces 0 0 0 0 1 0 0 0
Soil of perigenital fur 0 0 0 0 1 1 0 0
Soil of perianal fur 0 0 0 0 1 0 0 0
12.5 mg/kg  Number of animals examined 12 12 12 2 - - - -
No abnormal findings 12 12 11 2 - - - -
Subcutaneous mass, right side of inguinal region 0 0 1 0 - - - -
50 mg/kg Number of animals examined 12 12 12 4 - - - -
No abnormal findings 12 12 12 4 - - - -
Values are number of animal with findings. (to be continued)

- : Blank.
Day 26 of gestation : Autopsy day.
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Table 2 Gencral appcearance of femalc rats doscd orally with 2-cthylaniline in the combined repeated dosc toxicity study with the reproduction/developmental toxicity screening test (SR08200)
(continued-2)

Lactation period (day) Autopsy
Group Findings 0 1 2 3 4 5 day
0 mg/kg Number of animals examined 12 12 12 12 12 12 12
No abnormal findings 12 12 12 12 12 12 11
Soft feces 0 0 0 0 0 0 1
3 mg/kg Number of animals examined 9 9 9 9 8 8 8
No abnormal findings 9 8 8 8 8 8 8
Dead 0 0 0 1 0 0 0
Diarrhea 0 0 1 0 0 0 0
Decrease in locomotor activity 0 1 1 0 0 0 0
Hypothermia 0 0 1 0 0 0 0
Soil of perianal fur 0 0 1 0 0 0 0
Soil of perigenital fur 0 0 1 1 0 0 0
12.5 mg/kg  Number of animals examined 12 12 12 12 12 12 12
No abnormal findings 11 11 11 11 11 11 11
Subcutaneous mass, right side of inguinal region 1 1 1 1 1 1 1
50 mg/kg Number of animals examined 12 12 12 12 12 11 11
No abnormal findings 12 12 11 11 11 11 11
Dead 0 0 0 0 1 0 0
Bradypnea 0 0 0 1 0 0 0
Deccrcasce in locomotor activity 0 0 1 1 0 0 0
Pale skin of the auricle and the extremities 0 0 1 1 0 0 0
Soil of perigenital fur 0 0 0 0 1 0 0

Values are number of animal with findings. (to be continued)
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Table 2 Gencral appcearance of femalc rats doscd orally with 2-cthylaniline in the combined repeated dosc toxicity study with the reproduction/developmental toxicity screening test (SR08200)
(continued-3)

Recovery period
Administration period (day) (day) Autopsy

Group Findings 1-12 13 14-42 1-14 day
0 mg/kg Number of animals examined 5 5 5 5

No abnormal findings 5 5 5 5
50 mg/kg Number of animals examined 5 5 5 5 5

No abnormal findings 5 3 5 5 5

Diarrhea 0 2 0 0 0

Values are number of animal with findings.



Table 3-1 Detailed clinical observation of male rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR08200)

_Lg_

Stereotype Bizarre behavior
Number Body position/  Respiratory ~ Tremor/ Repetitive Biting/
of Category Posture pattern Convulsion  Rolling circling Selfmutilation

Period  Group animals No. 1 1 1 0 0 1
Pre 0 mg/kg 12 12 12 12 12 12 12

3 mg/kg 12 12 12 12 12 12 12

12.5 mg/kg 12 12 12 12 12 12 12

50 mg/kg 12 12 12 12 12 12 12
Day 7 0 mg/kg 12 12 12 12 12 12 12

3 mg/kg 12 12 12 12 12 12 12

12.5 mg/kg 12 12 12 12 12 12 12

50 mg/kg 12 12 12 12 12 12 12
Day 14 0mgke 12 12 12 12 12 12 12

3 mg/kg 12 12 12 12 12 12 12

12.5 mg/kg 12 12 12 12 12 12 12

50 mg/kg 12 12 12 12 12 12 12
Day2l 0mgkg 12 12 12 12 12 12 12

3 mg/kg 12 12 12 12 12 12 12

12.5 mg/kg 12 12 12 12 12 12 12

50 mg/kg 12 12 12 12 12 12 12
Day 28 Omgkg 12 12 12 12 12 12 12

3 mg/kg 12 12 12 12 12 12 12

12.5 mg/kg 12 12 12 12 12 12 12

50 mg/kg 12 12 12 12 12 12 12
Category No. : The category number observed in each item. (to be continued)

Pre : Pre-administration.
Day 7, 14, 21 and 28 : Day 7, 14, 21and 28 of administration.
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Table 3-1 Detailed clinical observation of male rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR08200)

(continued)
Stereotype Bizarre behavior
Number Body position/  Respiratory Tremor/ Repetitive Biting/
of  Category  Posture pattern Convulsion  Rolling circling Selfmutilation
Period  Group animals No. 1 1 1 0 0 1
Day35 0mg/kg 12 12 12 12 12 12 12
3 mg/kg 12 12 12 12 12 12 12
12.5 mg/kg 12 12 12 12 12 12 12
50 mg/kg 12 12 12 12 12 12 12
Day42 0O mg/kg 12 12 12 12 12 12 12
3 mg/kg 12 12 12 12 12 12 12
12.5 mg/kg 12 12 12 12 12 12 12
50 mg/kg 12 12 12 12 12 12 12
Recovery 0 mg/kg 5 3 3 5 5 5 5
day7 50 mg/kg 5 5 5 5 5 5 5
Recovery 0 mg/kg 5 5 5 5 5
day 14 50 mg/kg 5 5 5 5 5

Category No. : The category number observed in each item.
Day 35 and 42 : Day 35and 42 of administration.
Recovery day 7 and 14 : Day 7 and 14 of recovery.



Table 3-2 Detailed clinical observation of male rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR08200)

_69_

Ease of
Number Muscle Mucous Pupil Secretions/
of Category Removal  Handling tone Piloerection Fur Eyes membranes Skin size Lacrimation Salivation Excretions
Period  Group animals No. 1 1 2 1 1 1 0 1 1 1 1 0
Pre 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
3 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
12.5 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
50 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 7 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
3 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
12.5 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
50 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 14 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
3 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
12.5 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
50 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 21 0 mgkg 12 12 12 12 12 12 12 12 12 12 12 12 12
3 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
12.5 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
50 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 28 0O mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
3 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
12.5 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
50 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Category No. : The category number observed in each item. (to be continued)

Pre : Pre-administration.
Day 7, 14, 21 and 28 : Day 7, 14, 21and 28 of administration.
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Table 3-2 Detailed clinical observation of male rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR08200)

(continued)
Easc of
Number Muscle Mucous Pupil Secretions/
of Category Removal  Handling tone Piloerection Fur Eyes membranes Skin size Lacrimation Salivation Excretions
Period  Group animals No. 1 1 2 1 1 3 1 0 1 1 1 1 0
Day 35 0O mg/kg 12 12 12 12 12 11 1 12 12 12 12 12 12 12
3 mg/kg 12 12 12 12 12 12 0 12 12 12 12 12 12 12
12.5 mg/kg 12 12 12 12 12 12 0 12 12 12 12 12 12 12
50 mg/kg 12 12 12 12 12 12 0 12 12 12 12 12 12 12
Day42 0O mgkg 12 12 12 12 12 12 0 12 12 12 12 12 12 12
3 mg/kg 12 12 12 12 12 12 0 12 12 12 12 12 12 12
12.5 mg/kg 12 12 12 12 12 12 0 12 12 12 12 12 12 12
50 mg/kg 12 12 12 12 12 12 0 12 12 12 12 12 12 12
Recovery 0 mg/kg 5 5 5 5 5 5 0 5 5 5 5 5 5
day 7 50 mg/kg 5 5 5 5 5 5 0 5 5 5 5 5 5
Recovery 0 mg/kg 5 5 5 5 5 5 0 5 5 5 5 5 5
day 14 50 mg/kg 5 5 5 5 5 5 0 5 5 5 5 5 5

Category No. : The category number observed in each item.
Day 35 and 42 : Day 35and 42 of administration.
Recovery day 7 and 14 : Day 7 and 14 of recovery.



Table 3-3 Detailed clinical observation of male rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR08200)

_‘[9_

Reactivity to Stereotype Bizarre behavior
Number Co-ordination environmental Excessive Unusual head Walking Vocaliza-
of Category Gait  of movement stimuli Searching  Urination Defecation £rooming movement  backward  tion  Aggression
Period  Group animals No. 1 1 1 1 0 1 0 1 0 0 1 1 1
Pre 0 mg/kg 12 12 12 12 12 12 0 4 12 12 12 12 12
3 mg/kg 12 12 12 12 12 11 1 4 12 12 12 12 12
12.5 mg/kg 12 12 12 12 12 12 0 10 2 12 12 12 12 12
50 mg/kg 12 12 12 12 12 11 1 9 3 12 12 12 12 12
Day 7 0 mg/kg 12 12 12 12 12 11 1 10 2 12 12 12 12 12
3 mg/kg 12 12 12 12 12 11 1 10 2 12 12 12 12 12
12.5 mg/kg 12 12 12 12 12 12 0 10 2 12 12 12 12 12
50 mg/kg 12 12 12 12 12 12 0 11 1 12 12 12 12 12
Day 14 0 mg/kg 12 12 12 12 12 10 2 12 0 12 12 12 12 12
3 mg/kg 12 12 12 12 12 11 1 10 2 12 12 12 12 12
12.5 mg/kg 12 12 12 12 12 12 0 10 2 12 12 12 12 12
50 mg/kg 12 12 12 12 12 10 2 9 3 12 12 12 12 12
Day21 Omgkg 12 12 12 12 12 12 0 3 12 12 12 12 12
3 mg/kg 12 12 12 12 12 10 2 3 12 12 12 12 12
12.5 mg/kg 12 12 12 12 12 11 1 9 3 12 12 12 12 12
50 mg/kg 12 12 12 12 12 9 3 10 2 12 12 12 12 12
Day 28 0O mg/kg 12 12 12 12 12 10 2 11 1 12 12 12 12 12
3 mg/kg 12 12 12 12 12 11 1 10 2 12 12 12 12 12
12.5 mg/kg 12 12 12 12 12 12 0 11 1 12 12 12 12 12
50 mg/kg 12 12 12 12 12 10 2 11 1 12 12 12 12 12
Category No. : The category number observed in each item. (to be continued)

Pre : Pre-administration.
Day 7, 14, 21 and 28 : Day 7, 14, 21and 28 of administration.



Table 3-3 Detailed clinical observation of male rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR08200)

_89_

(continued)
Reactivity to Stereotype Bizarre behavior
Number Co-ordination environmental Excessive  Unusual head Walking Vocaliza-
of  Category Gait of movement stimuli Searching _ Urination  Defecation ~ grooming  movement backward tion  Aggression
Period  Group animals No. 1 1 1 1 0 1 0 1 0 0 1 1 1
Day 35 0O mg/kg 12 12 12 12 12 11 1 12 0 12 12 12 12 12
3 mg/kg 12 12 12 12 12 9 3 11 1 12 12 12 12 12
12.5 mg/kg 12 12 12 12 12 12 0 12 0 12 12 12 12 12
50 mg/kg 12 12 12 12 12 11 1 10 2 12 12 12 12 12
Day42 O mgkg 12 12 12 12 12 12 0 12 0 12 12 12 12 12
3 mg/kg 12 12 12 12 12 11 1 10 2 12 12 12 12 12
12.5 mg/kg 12 12 12 12 12 12 0 11 1 12 12 12 12 12
50 mg/kg 12 12 12 12 12 12 0 12 0 12 12 12 12 12
Recovery 0 mg/kg 5 5 5 5 5 4 1 4 1 5
day 7 50 mg/kg 5 5 5 5 5 3 2 4 1 5 5 5
Recovery 0 mg/kg 5 5 5 5 5 4 1 4 1
day 14 50 mg/kg 5 5 5 5 5 4 1 4 1

Category No. : The category number observed in each item.
Day 35 and 42 : Day 35and 42 of administration.
Recovery day 7 and 14 : Day 7 and 14 of recovery.



Table 4-1-1 Detailed clinical observation of female rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR08200)

_89_

Stereotype Bizarre behavior
Number Body position/ Respiratory Tremotr/ Repetitive Biting/
of Category Posture pattern Convulsion  Rolling circling Selfmutilation

Period Group animals No. 1 1 1 0 0 1
Pre 0 mg/kg 12 12 12 12 12 12 12

3 mg/kg 12 12 12 12 12 12 12

12.5 mg/kg 12 12 12 12 12 12 12

50 mg/kg 12 12 12 12 12 12 12
Day 7 0 mg/kg 12 12 12 12 12 12 12

3 mg/kg 12 12 12 12 12 12 12

12.5 mg/kg 12 12 12 12 12 12 12

50 mg/kg 12 12 12 12 12 12 12
Day 14 0 mg/kg 12 12 12 12 12 12 12

3 mg/kg 12 12 12 12 12 12 12

12.5 mg/kg 12 12 12 12 12 12 12

50 mgrkg 12 12 12 12 12 12 12
Day 21 0 mg/kg 12 12 12 12 12 12 12

3 mg/kg 12 12 12 12 12 12 12

12.5 mg/kg 12 12 12 12 12 12 12

50 mg/kg 12 12 12 12 12 12 12
Day 28 0 mg/kg 12 12 12 12 12 12 12

3 mg/kg 12 12 12 12 12 12 12

12.5 mg/kg 12 12 12 12 12 12 12

50 mg/kg 12 12 12 12 12 12 12
Category No. : The category number observed in each item. (to be continued)

Pre : Pre-administration.
Day 7, 14, 21 and 28 : Day 7, 14, 21and 28 of administration.
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Table 4-1-1 Detailed clinical observation of female rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR08200)

(continued)
Stereotype Bizarre behavior
Number Body position/ Respiratory ~ Tremor/ Repetitive Biting/
of Category Posture pattern Convulsion  Rolling circling Selfinutilation

Period Group animals No. 1 1 1 0 0 1
Day35  0mgkg 12 12 12 12 12 12 12

3 mg/kg 12 12 12 12 12 12 12

12.5 mg/kg 12 12 12 12 12 12 12

50 mg/kg 12 12 12 12 12 12 12
Day 42 0 mg/kg 12 12 12 12 12 12 12

3 mg/kg 8 8 8 8 8 8 8

12.5 mg/kg 12 12 12 12 12 12 12

50 mg/kg 11 11 11 11 11 11 11

Category No. : The category number observed in each item.
Day 35 and 42 : Day 35and 42 of administration.
Recovery day 7 and 14 : Day 7 and 14 of recovery.



Table 4-1-2 Detailed clinical observation of female rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR08200)

_99_

Ease of
Number Mucous Pupil Secretions/
of Category Removal Handling Muscle tone Piloerection Fur Eyes membranes Skin size Lacrimation Salivation Excretions
Period Group animals No. 1 1 2 1 1 1 0 1 1 1 1 0
Pre 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
3 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
12.5 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
50 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 7 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
3 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
12.5 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
50 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 14 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
3 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
12.5 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
50 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 21 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
3 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
12.5 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
50 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 28 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
3 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
12.5 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
50 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Category No. : The category number observed in each item. (to be continued)

Pre : Pre-administration.
Day 7, 14, 21 and 28 : Day 7, 14, 21and 28 of administration.
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Table 4-1-2 Detailed clinical observation of female rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR08200)

(continued)
Easc of
Number Mucous Pupil Secretions/
of Category Removal  Handling  Muscle tone Piloerection Fur Eyes membranes Skin size Lacrimation Salivation Excretions
Period Group animals No. 1 1 2 1 1 1 0 1 1 1 1 0
Day 35 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
3 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
12.5 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
50 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 42 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
3 mg/kg 8 8 8 8 8 8 8 8 8 8 8 8 8
12.5 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
50 mg/kg 11 11 11 11 11 11 11 11 11 11 11 11 11

Category No. : The category number observed in each item.
Day 35 and 42 : Day 35and 42 of administration.
Recovery day 7 and 14 : Day 7 and 14 of recovery.



_Lg_

Table 4-1-3 Detailed clinical observation of female rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR08200)

Reactivity to Stereotype Bizarre behavior
Number Co-ordination environmental Excessive Unusual head Walking Vocaliza-
of Category Gait  of movement stimuli Searching  Urination Defecation grooming  movement backward tion  Aggression
Period Group animals No. 1 1 1 1 0 1 0 1 0 0 1 1 1
Pre 0 mg/kg 12 12 12 12 12 9 3 12 0 12 12 12 12 12
3 mg/kg 12 12 12 12 12 11 1 11 1 12 12 12 12 12
12.5 mg/kg 12 12 12 12 12 11 1 11 1 12 12 12 12 12
50 mg/kg 12 12 12 12 12 12 0 11 1 12 12 12 12 12
Day 7 0 mg/kg 12 12 12 12 12 12 0 12 0 12 12 12 12 12
3 mg/kg 12 12 12 12 12 12 0 12 0 12 12 12 12 12
12.5 mg/kg 12 12 12 12 12 11 1 12 0 12 12 12 12 12
50 mg/kg 12 12 12 12 12 11 1 12 0 12 12 12 12 12
Day 14 0 mg/kg 12 12 12 12 12 11 1 12 0 12 12 12 12 12
3 mg/kg 12 12 12 12 12 10 2 12 0 12 12 12 12 12
12.5 mg/kg 12 12 12 12 12 12 0 12 0 12 12 12 12 12
50 mg/kg 12 12 12 12 12 12 0 12 0 12 12 12 12 12
Day 21 0 mg/kg 12 12 12 12 12 11 1 12 0 12 12 12 12 12
3 mg/kg 12 12 12 12 12 10 2 12 0 12 12 12 12 12
12.5 mg/kg 12 12 12 12 12 12 0 12 0 12 12 12 12 12
50 mg/kg 12 12 12 12 12 12 0 12 0 12 12 12 12 12
Day 28 0 mg/kg 12 12 12 12 12 12 0 12 0 12 12 12 12 12
3 mg/kg 12 12 12 12 12 10 2 12 0 12 12 12 12 12
12.5 mg/kg 12 12 12 12 12 11 1 12 0 12 12 12 12 12
50 mg/kg 12 12 12 12 12 12 0 12 0 12 12 12 12 12
Category No. : The category number observed in each item. (to be continued)

Pre : Pre-administration.
Day 7, 14, 21 and 28 : Day 7, 14, 21and 28 of administration.



Table 4-1-3 Detailed clinical observation of female rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR08200)

_89_

(continued)
Reactivity to Stereotype Bizarre behavior
Number Co-ordination environmental Excessive Unusual head Walking Vocaliza-
of  Category Gait of movement stimuli Searching _ Urination Defecation grooming  movement backward tion  Aggression

Period Group animals No. 1 1 1 1 0 1 0 1 0 1 0 1 1 1
Day 35 0 mg/kg 12 12 12 12 12 12 0 12 0 12 0 12 12 12 12

3 mg/kg 12 12 12 12 12 10 2 11 1 12 0 12 12 12 12

12.5 mg/kg 12 12 12 12 12 11 1 12 0 11 1 12 12 12 12

50 mg/kg 12 12 12 12 12 12 0 12 0 12 0 12 12 12 12
Day 42 0 mg/kg 12 12 12 12 12 11 1 12 0 12 0 12 12 12 12

3 mg/kg 8 8 8 8 8 8 0 8 0 8 0 8 8 8 8

12.5 mg/kg 12 12 12 12 12 11 1 12 0 12 0 12 12 12 12

50 mg/kg 11 11 11 11 11 11 0 11 0 11 0 11 11 11 11

Category No. : The category number observed in each item.
Day 35 and 42 : Day 35and 42 of administration.
Recovery day 7 and 14 : Day 7 and 14 of recovery.



Table 4-2-1 Detailed clinical observation of female rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR08200)

_69_

Stereotype Bizarre behavior
Number Body position/ Respiratory Tremor/ Repetitive Biting/
of Category Posture pattern Convulsion  Rolling circling Selfmutilation

Period Group animals No. 1 1 1 0 0 1
Pre 0 mg/kg 5 5 5 5 5 5 5
50 mg/kg 5 5 5 5 5 5 5
Day 7 0 mg/kg 5 5 5 S 5 S 5
50 mg/kg 5 5 5 5 5 5 5
Day 14 0 mg/kg 5 5 5 5 5 5 5
50 mg/kg 5 5 5 5 5 5 5
Day 21 0 mg/kg 5 5 5 5 5 5 S
50 mg/kg 5 5 5 5 5 5 5
Day 28 0 mg/kg 5 5 5 5 5 5 S
50 mg/kg 5 5 5 5 5 5 5

Category No. : The category number observed in each item. (to be continued)

Pre : Pre-administration.
Day 7, 14, 21 and 28 : Day 7, 14, 21and 28 of administration.
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Table 4-2-1 Detailed clinical observation of female rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR08200)

(continued)
Stereotype Bizarre behavior
Number Body position/  Respiratory Tremor/ Repetitive Biting/
of  Category  Posture pattern Convulsion  Rolling circling Selfmutilation

Period Group animals No. 1 1 1 0 0 1
Day 35 0 mg/kg 5 5 5 5 5 5 5

50 mg/kg 5 5 5 5 5 5 5
Day 42 0 mg/kg 5 5 5 5 5 5 5

50 mg/kg 5 5 5 5 5 5 5
Recovery 0 mg/kg 5 5 5 5 5 5 5
day 7 50 mg/kg 5 5 5 5 5 5 5
Recovery 0 mg/kg 5 5 5 5 5 S S
day 14 50 mg/kg 5 5 5 5 5 5 3

Category No. : The category number observed in each item.
Day 35 and 42 : Day 35and 42 of administration.
Recovery day 7 and 14 : Day 7 and 14 of recovery.



Table 4-2-2 Detailed clinical observation of female rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR08200)

_‘[L_

Ease of

Number Mucous Pupil Secretions/

of Category Removal Handling Muscle tone Piloerection Fur Eyes membranes Skin size Lacrimation Salivation Excretions
Period Group animals No. 1 1 2 1 1 1 0 1 1 1 1 0
Pre 0 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
50 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
Day 7 0 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
50 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
Day 14 0 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
50 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
Day 21 0 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
50 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
Day 28 0 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
50 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5

Category No. : The category number observed in each item. (to be continued)

Pre : Pre-administration.
Day 7, 14, 21 and 28 : Day 7, 14, 21and 28 of administration.
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Table 4-2-2 Detailed clinical observation of female rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR08200)

(continued)
Easc of

Number Mucous Pupil Secretions/

of Category Removal  Handling  Muscle tone Piloerection Fur Eyes membranes Skin size Lacrimation Salivation Excretions
Period Group animals No. 1 1 2 1 1 1 0 1 1 1 1 0
Day 35 0 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
50 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
Day42  0mgkg 5 5 5 5 5 5 s 5 5 5 5 5 5
50 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
Recovery 0 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5
day 7 50 mg/ke 5 5 5 5 5 5 5 5 5 5 5 5 5
Recovery 0 mg/kg 5 5 5 5 5 S 5 S 5 5 5 5 5
day 14 50 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 5

Category No. : The category number observed in each item.
Day 35 and 42 : Day 35and 42 of administration.
Recovery day 7 and 14 : Day 7 and 14 of recovery.



Table 4-2-3 Detailed clinical observation of female rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR08200)

_SL_

Reactivity to Stereotype Bizarre behavior
Number Co-ordination environmental Excessive Unusual head Walking Vocaliza-
of Category Gait of movement stimuli Searching  Urination Defecation grooming  movement backward tion  Aggression
Period Group animals No. 1 1 1 1 0 1 0 1 0 0 1 1 1
Pre 0 mg/kg 5 5 5 5 5 4 1 4 1 5 5 5
50 mg/kg 5 5 5 5 5 4 1 4 1 5 5 5
Day 7 0 mg/kg 5 5 5 5 5 4 1 5 0 5 5 5
50 mg/kg 5 5 5 5 5 5 0 5 0 5 5 5
Day 14  0mgke 5 5 5 5 5 4 1 5 0 5 5 5
50 mg/kg 5 5 5 5 5 4 1 5 0 5 5 5
Day2l  0mgke 5 5 5 5 5 4 1 5 0 5 5 5
50 mg/kg 5 5 5 5 5 5 0 5 0 5 5 5
Day28  0mgke 5 5 5 5 302 5 5 5 5
50 mgrkg 5 5 5 5 5 0 5 5 5 5

Category No. : The category number observed in each item. (to be continued)
Pre : Pre-administration.

Day 7, 14, 21 and 28 : Day 7, 14, 21and 28 of administration.



_vL_

Table 4-2-3 Detailed clinical observation of female rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR08200)

(continued)
Reactivity to Stereotype Bizarre behavior
Number Co-ordination cnvironmental Excessive Unusual head Walking Vocaliza-
of  Category Gait of movement stimuli Searching _ Urination Defecation grooming  movement backward tion  Aggression

Period Group animals No. 1 1 1 1 0 1 0 0 0 1 1 1
Day35  Omgkg 5 5 5 5 5 5 0 5 5 5 5 5 5

50 mg/kg 5 5 5 5 5 4 1 5 5 5 5 5 5
Day42  0mgkg 5 5 5 5 5 32 5 5 5 5 5 5

50 mg/kg 5 5 5 5 5 5 0 5 5 5 5 5 5
Recovery 0 mg/kg 5 5 5 5 5 3 2 5 5 5 5 5 5
day 7 50 mg/kg 5 5 5 5 5 5 0 5 5 5 5 5 5
Recovery 0 mg/kg 5 5 5 5 S S 0 5 5 S 5 5 S
day 14 50 mg/kg 5 5 5 5 5 5 0 5 5 5 5 5 5

Category No. : The category number observed in each item.
Day 35 and 42 : Day 35and 42 of administration.
Recovery day 7 and 14 : Day 7 and 14 of recovery.



_9L_

Table 5 Functional test of male rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR08200)

Number Reactivity Righting
of Category Visual Tactile Auditory Pain  Proprioceptive  reflex
Period  Group animals No. 4 2 1 2 1 1
Week 6  0mg/kg 5 5 5 5 5 5 5
3 mg/kg 5 5 5 5 5 5 5
12.5 mg/kg 5 5 5 5 5 5 5
50 mg/kg 5 5 5 5 5 5 5
Recovery 0 mg/kg 5 5 5 5 5 5 5
week 2 50 mg/kg 5 5 5 5 5 5
Category No. : The category number observed in each item. (to be continued)

Values are expressed as the number of animals.

Visual reactivity : approach response. Pain reactivity : tail pinch response.
Tactile reactivity : tactile response. Proprioceptive reactivity : returning from enforced posture.
Auditory reactivity : response to Galton's whistle.  Righting reflex : landing performance from 30 cm above.

Week 6 : Week 6 of administration.
Recovery week 2 : Week 2 of recovery.



Table 5 Functional test of male rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR08200)
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(continued)
Number Grip strength
of Forelimb Hindlimb Motor activity measurements (count)
Period Group animals (g) (g) 0'-10' 10'-20' 20'-30' 30'-4¢0' 40'-50' 50'-60' Total
Week 6 0 mg/kg 5 Mean 1734.22 636.54 523.6 308.6 121.0 146.6 125.6 108.2 1333.6
S.D. 233.12 102.03 264.8 219.1 97.4 110.4 126.8 141.1 884.3
3 mg/kg 5 Mean 1535.74 597.74 376.6 2324 155.2 130.0 61.2 80.4 1035.8
S.D. 153.74 93.26 86.6 83.2 94.8 534 70.3 48.9 3327
12.5 mg/kg 5 Mean 1567.14 576.98 499.8 250.8 129.2 150.2 84.0 100.0 1214.0
S.D. 13596 51.11 193.5 110.0 61.8 130.5 70.0 73.7 502.1
50 mg/kg 5 Mean 1525.14 619.88 581.0 293.2 217.0 176.8 130.0 142.6 1540.6
S.D. 204.50 91.38 403.0 228.4 159.4 147.3 107.0 138.1 1156.2
Recovery 0 mg/kg 5 Mean 1805.46 67442 487.4 271.0 105.2 83.0 43.8 31.8 1022.2
week 2 S.D. 152.53 49.99 206.8 170.8 173.9 165.7 86.9 48.3 755.2
50 mg/kg 5 Mean 1626.66 585.40 415.4 181.0 87.8 45.6 67.0 55.2 852.0
S.D. 165.13 113.79 159.7 79.5 76.7 41.0 62.0 82.2 364.1

Week 6 : Week 6 of administration.
Recovery week 2 : Week 2 of recovery.



Table 6  Functional test of female rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR08200)
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Number Reactivity Righting
of Category Visual Tactile Auditory Pain  Proprioceptive  reflex
Period  Group animals 4 2 1 2 1 1
Week 6  0mg/kg 5 5 5 5 5 5 5
50 mg/kg 5 5 5 5 5 5 5
Recovery 0 mg/kg 5 5 5 5 5 5 5
week 2 50 mg/kg 5 5 5 5 5 5 5
Lactation 0 mg/kg 5 5 5 5 5 5 5
day 4 3 mg/kg 5 5 5 5 5 5 5
12.5 mg/kg 5 5 5 5 5 5 5
50 mg/kg 5 5 5 5 5 5 5
Category No. : The category number observed in each item. (to be continued)

Values are expressed as the number of animals.

Visual reactivity : approach response. Pain reactivity : tail pinch response.
Tactile reactivity : tactile response. Proprioceptive reactivity : returning from enforced posture.
Auditory reactivity : response to Galton's whistle.  Righting reflex : landing performance from 30 cm above.

Week 6 : Week 6 of administration.
Recovery week 2 : Week 2 of recovery.
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Table 6  Functional test of female rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR08200)

(continued)
Number Grip strength
of Forelimb Hindlimb Motor activity measurements (count)
Period Group animals (g) (g) 0'-10' 10'-20' 20'-30' 30'-4¢0' 40'-50' 50'-60' Total
Week 6 0 mg/kg 5 Mean 1323.52 465.12 682.4 5532 417.2 285.0 111.8 111.4 2161.0
S.D. 110.55 88.90 196.8 1404 160.7 58.2 117.3 129.9 388.0
50 mg/kg 5 Mean 1240.06 404.18 607.4 443.0 2434 209.4 141.6 85.6 1730.4
S.D. 129.83 59.01 150.4 133.0 115.5 50.6 55.8 52.6 458.5
Recovery 0 mg/kg 5 Mean 1329.48 449.52 791.4 603.0 335.0 203.6 171.2 107.6 2211.8
week 2 S.D. 61.05 70.19 266.0 337.8 4144 2214 270.5 173.6 1562.7
50 mg/kg 5 Mean 1349.32 432.86 830.2 475.2 308.2 2414 2104 139.4 2204.8
S.D. 188.88 92.96 184.8 282.4 2222 237.1 235.6 210.7 1244.1
Lactation 0 mg/kg 5 Mean 1263.56 424.12 477.4 67.2 32.0 324 34.6 5.2 648.8
day 4 S.D. 9649 63.40 243 43.1 40.7 54.4 67.4 11.6 145.8
3 mg/kg 5 Mean 1216.98 416.02 486.8 176.0 132.2 103.2 141.4 134.6+ 1174.2+
S.D. 109.69 46.97 181.8 106.9 78.9 119.9 60.0 182.5 292.7
12.5 mg/kg 5 Mean 1182.74 417.54 532.0 1754 111.0 58.0 62.6 69.2 1008.2
S.D. 9842 57.45 180.1 141.8 2354 123.6 140.0 112.0 862.6
50 mg/kg 5 Mean 1165.68 418.38 583.2 126.0 73.0 67.0 67.8 123.8 1040.8+
S.D. 6853 82.90 177.5 69.1 72.4 66.4 70.8 134.0 295.3

Week 6 : Week 6 of administration.

Recovery week 2 : Week 2 of recovery.

Lactation day 4 : Day 4 of lactation.

+ : Significantly different from the 0 mg/kg group at p=0.05 (Mann-Whitney's U-test).



Table 7 Body weight of male rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test (SR08200)
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Number Body weight gain
of Body weight (g) on administration period (day) Day 1-42
Group animals 1 3 5 7 10 14 21 28 35 42 g %
0 mg/kg 12 Mean 3744 3818 3905 4017 409.8 427.8 4522 4765 499.9 5173 142.8 38.223
S.D. 219 22.3 23.8 25.1 26.2 27.1 29.6 32.8 34.9 329 21.5 5.738
3 mg/kg 12 Mean 376.0 3827 3927 4022 4114 4313 4550 481.0 509.1 5278 151.8 40.356
S.D. 21.0 214 224 24.3 23.7 30.0 30.7 375 39.6 39.5 26.4 6.342
12.5 mg/kg 12 Mean 3742 381.6 3893 4005 4067 4239 4522 4758 500.0 5202 146.0 38.903
S.D. 223 229 23.5 26.3 26.6 28.3 332 39.0 44.5 48.8 334 8.030
50 mg/kg 12 Mean 3743 382.0 3903 4008 407.8 4263 449.7 4757 5002 5184 144.1 38.247
SD. 210 229 26.4 26.8 29.8 34.0 377 434 49.0 51.3 33.0 7.021
Body weight (g)
Number On rccovery Body weight gain
of period (day) Day 42-R14
Group animals 7 14 g %
0 mg/kg 5 Mcan 5234 5358 9.0 3.638

S.D. 23.0 28.7 88 1572

50 mg/kg 5 Mean 5254 5352 164  3.172
SD. 249 23.7 48 0958

Body weight gain (%) = (body weight gain / body weight on day 1 or day 42) x 100.
R14 : Recovery day 14
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Table 8 Body weight before gestation period of female rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test (SR08200)

Number Body weight gain
of Body weight (g) on pre-mating period (day) Day 1-14
Group animals 1 3 5 7 10 14 21 g %
0 mg/kg 12 Mean 239.1 247.8 246.7 255.9 255.8 262.7 - 23.6 9.834
S.D. 12.5 11.0 15.2 13.7 14.3 17.1 - 8.3 3.285
3 mg/kg 12 Mean 244.1 246.8 252.8 255.6 258.7 265.3 - 21.3 8.743
S.D. 10.9 9.4 11.2 10.9 13.9 14.6 - 10.9 4.545
12.5 mg/kg 12 Mean 242.0 246.7 248.7 254.5 256.9 263.6 - 21.6 8.974
S.D. 132 9.7 13.0 12.4 13.5 13.8 - 7.7 3.280
(D
50 mg/kg 12 Mcan 2362 2435 244.0 251.8 2533 260.8  (279.0) 247 10.389
S.D. 10.1 119 11.4 147 16.7 20.8 15.6 6.415

Body weight gain (%) = (body wcight gain / body weight on day 1) x 100.
Values in parenthescs arc the number of animals cxamined and refference data (Mcan).
- : Blank.



Table 9 Body weight during gestation period of female rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test (SR08200)
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Number Body weight gain

of Body weight (g) on gestation period (day) Day 0-20
Group animals 0 1 3 5 7 10 14 17 20 g %
0 mg/kg 12 Mean 270.8 276.8 289.0 297.0 307.0 323.8 3474 3792 4275 156.7 58.028
S.D. 19.3 17.5 19.1 19.6 20.3 19.4 22.5 24.9 30.0 19.5 7.534
3 mg/kg 10  Mean 276.6 282.6 2944 303.0 313.8 3293 3499 3838 4292 152.6 55.287
S.D. 12.5 12.1 11.1 12.4 11.7 12.1 13.7 15.0 18.5 13.8 5.826
12.5 mg/kg 12 Mean 266.8 274.0 2834 2925 300.8 317.2 3394 3708 422.1 1553 58.183
S.D. 13.7 14.9 14.8 16.5 17.4 20.5 20.1 23.8 28.8 18.8 5.995
50 mg/kg 12 Mean 270.6 277.5 287.8 2963 3059 3206 3429 3756 4227 152.1 56.558
S.D. 19.9 17.7 16.8 16.0 14.7 15.5 16.4 18.3 19.4 9.2 6.157

Body weight gain (%) = (body wcight gain / body weight on day 0) x 100.
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Table 10 Body weight during lactation period of female rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study with the

reproduction/developmental toxicity screening test (SR08200)

Number Body weight gain
of Body weight (g) on lactation period (day) Day 0-4

Group animals 0 1 4 g %
0 mg/kg 12 Mean 320.8 320.8 326.3 54 1.763
S.D. 20.0 21.3 274 21.7 6.834

(3) ¥ ®)
3 mg/kg 9 Mean 3253 318.0 329.1 1.6 0.850
S.D. 24.7 25.0 13.6 18.2 5.923
12.5 mg/kg 12 Mean 3233 3243 328.3 4.9 1.536
S.D. 16.0 15.9 18.1 10.0 2971

an 1D (11)
50 mg/kg 12 Mcan 318.0 317.0 323.0 35 1.098
S.D. 14.7 20.4 16.2 4.3 1.350

Body weight gain (%) = (body wcight gain / body weight on day 0) x 100.
Values in parenthescs arc the numbcr of animals cxamined.
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Table 11 Body weight of female rats in 14-day recovery test following 42-day repeated oral dose with 2-ethylaniline in the combined

repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR08200)

Number Body weight gain
of Body weight (g) on administration period (day) Day 1-42
Group animals 1 3 5 7 10 14 21 28 35 42 g %
0 mg/kg 5 Mean 233.6 244.6 2432 2524 2542 259.6 2652 276.6 288.8 2936 60.0 25.768
S.D. 13.0 13.0 16.0 13.5 14.9 15.3 16.4 16.8 17.2 18.9 14.6 6.557
50 mg/kg 5 Mean 243.4 2528 247.6 260.6 261.0 270.8 275.0 290.2 2940 3076 64.2 26.370
S.D. 10.0 7.1 10.6 9.7 8.0 12.3 15.4 16.9 12.1 21.5 17.5 6.898
Body weight (g)
Number onrecovery  Body weight gain
of period (day) Day 42-R14
Group animals 7 14 g %
0 mg/kg 5 Mcan 303.0 304.2 106 3.604
S.D. 25.7 21.1 7.0 2407
50 mg/kg 5 Mean 311.0 322.0 144 4724
S.D. 21.0 20.5 44  1.565

Body weight gain (%) = (body weight gain / body weight on day 1 or day 42) x 100.

R14 : Recovery day 14
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Table 12 Food consumption of male rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test (SR08200)

Number Food consumption (g/rat/day)

of Administration period (day)
Group animals 0-1 1-3 3-5 57 7-10 10-14 14-28 28-35 35-42
0 mg/kg 12 Mean 25.58 17.13 18.92 17.13 16.38 15.41 15.95 15.98 15.63

S.D. 3.29 2.04 3.57 1.33 1.59 1.25 1.76 1.99 1.62

3 mg/kg 12 Mean 26.33 17.54 18.96 17.50 17.13 16.82 16.56 16.66 15.83
S.D. 2.74 1.44 1.27 2.08 1.29 2.01 1.78 1.88 1.87

12.5 mg/kg 12 Mean 24.67 18.21 18.50 17.75 16.78 16.11 16.24 16.43 15.68
S.D. 2.90 2.08 2.37 2.51 2.10 2.24 2.53 2.26 1.89

(1n
50 mg/kg 12 Mean 2642 18.42 18.92 17.38 17.00 16.31 17.25 17.35 16.39
S.D. 2.97 2.25 2.98 223 2.39 225 2.17 2.61 2.17

Number Food consumption (g/rat/day)
of Recovery period (day)
Group animals 0-7 7-14
0 mg/kg 5 Mean 22.10 25.48

S.D. 1.39 2.34

50 mg/kg 5 Mean 25.58 26.60
S.D. 4.27 1.97

Values on Day 0-1 are pre-administration values.

Recovery day 0 is identical to administration day 28.

The food consumption on Days 35-42 of administration and Days 7-14 of recovery period is the mean value of 6 days.
Values in parentheses are the number of animals examined.
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Table 13 Food consumption before gestation period of female rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test (SR08200)

Number Food consumption (g/rat/day)
of Pre-mating period (day)
Group animals 0-1 1-3 3-5 5-7 7-10 10-14
0 mg/kg 12 Mean  16.67 15.08 13.50 13.88 12.61 13.38
S.D. 2.02 1.12 2.31 1.43 1.68 1.97
3 mg/kg 12 Mean 18.92 13.26* 14.71 12.33 13.40 12.94
S.D. 3.06 1.91 1.81 2.35 1.86 1.86

12.5 mg/kg 12 Mean 17.42 13.42 13.79 13.17 13.13 12.93

S.D. 4.72 1.33 2.02 1.96 1.91 1.49
50 mg/kg 12 Mean  15.33 13.33* 13.46 12.96 12.43 12.84
S.D. 3.20 232 242 2.33 232 222

Values on Day 0-1 arc prc-administration valucs.
* : Significantly different from the 0 mg/kg group at p=0.05 (Dunnctt's tcst).
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Table 14 Food consumption during gestation period of female rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test (SR08200)

Number Food consumption (g/rat/day)
of Gestation period (day)
Group animals 0-1 1-3 3-5 5-7 7-10 10-14 14-17 17-20
0 mg/kg 12 Mean  11.67 17.46 16.83 18.21 18.78 19.38 18.49 17.69
S.D. 2.10 2.74 3.10 2.56 2.64 2.05 2.26 2.31
3 mg/kg 10 Mean  11.80 16.60 17.60 18.40 18.30 18.57 17.95 16.73
S.D. 1.87 1.81 2.17 2.13 2.86 1.90 1.52 1.95

12.5 mg/kg 12 Mean 11.50 15.63 16.29 17.17 17.47 18.76 18.51 17.51

S.D. 291 1.99 243 2.04 2.39 2.09 2.39 0.83
50 mg/kg 12 Mean 1242 16.96 17.17 17.96 17.93 18.52 18.47 16.83
S.D. 223 1.88 2.56 2.54 2.19 2.20 1.78 1.48

Gestation day 0 is identical to the day of copulation.
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Table 15 Food consumption during lactation period of female rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test (SR08200)

Number Food consumption (g/rat/day)
of Lactation period (day)

Group animals 0-1 1-4
0 mg/kg 12 Mean 12.92 26.73
S.D. 6.24 8.53
(3)
3 mg/kg 9  Mean 8.44 25.38
S.D. 5.34 7.93
12.5 mg/kg 12 Mean 13.83 25.17
S.D. 3.51 3.07
(11)
50 mg/kg 12 Mcan 12.75 26.70
S.D. 5.50 4.29

Lactation day 0 is identical to the day of parturition.
Values in parenthescs arc the numbcer of animals cxamined.



Table 16 Food consumption of female rats in 14-day recovery test following 42-day repeated oral dose with 2-ethylaniline in the
combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR08200)

Number Food consumption (g/rat/day)

of Administration period (day)
Group animals 0-1 1-3 3-5 5-7 7-10 10-14 10-15 14-28 28-35 35-42
0 mg/kg 5 Mean 16.00 14.00 12.90 12.60 12.06 11.98 12.06 12.76 12.40 12.06

S.D. 3.08 2.37 1.56 1.92 1.55 1.02 1.17 1.49 1.08 1.35

50 mg/kg 5 Mean 16.60 15.00 13.00 14.40 13.28 14.18 13.56 14.32 12.60 12.96
S.D. 4.51 2.55 2.37 2.16 1.83 2.57 1.28 2.27 0.73 1.18

_88_

Number Food consumption (g/rat/day)
of Recovery period (day)
Group animals 0-7 7-14
0 mg/kg 5 Mcan 18.38 18.78

S.D. 1.75 2.63

50 mg/kg 5 Mcan 19.14 21.10
S.D. 0.90 1.42

Values on Day 0-1 arc prec-administration valucs.

Recovery day 0O is identical to administration day 28.

The food consumption on Days 35-42 of administration and Days 7-14 of recovery period is the mean value of 6 days.
* : Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's test).
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Table 17  Urinary findings of male rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR08200)

Urine

Number Ketone Urobili- Bili- Specific gravity volume

of pH Protein Glucose body nogen rubin  Occult blood Color 1.021- 1.031- 1.041- 1.050< (mL/21hr,
Group animals 7.0 7.5 8.0 8.5 - = I+ 2+ 3+ - - 0lEUML - - + A 1.030 1.040 1.050 mean+S.D.)
0 mg/kg 5 1 1 0 3 0 0 1 3 1 5 5 5 5 5 0 5 0 1 1 3 5.80+1.75
3 mg/kg 5 1 1 0 3 0 1 2 2 0 5 5 5 5 5 0 5 0 2 1 2 8.00 +3.89
12.5 mg/kg 5 o 0 1 4 0 1 3 1 0 5 5 5 5 4 1 5 2 0 2 1 11.40 £ 6.61
50 mg/kg 5 1 0 0 4 0 0 3 2 0 5 5 5 5 5 0 5 1 3 0 1 12.10 £ 8.79

Values are number of animals with findings.
-, Negative ; +, Slight ; 1+, Moderate ; 2+, Severe ; 3+, Very severe.
Color : A =Pale yellow or yellow
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Table 18  Urinary findings of female rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR08200)

Number
of pH

Specific gravity
1.011- 1.021- 1.031- 1.041- 1.050<

blood Color

Group animals 6.0 6.5 7.0 75 80 85

Urine
volume
(mL/21hr,
mean+S.D.)

0 mg/kg 5 1 0 2 1 1 0

50 mg/kg 5 0 0 1 0 2 2

*
10.63 £ 6.21

12,70 £ 7.82

Valucs arc numbcr of animals with findings.

Values in parentheses are number of animals examined.

-, Negative ; +, Slight ; 1+, Moderate ; 2+, Severe.
Color : A = Pale yellow or yellow
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Table 19  Urinary findings of male rats in 14-day recovery test following 42-day repeated oral dose with 2-ethylaniline in the combined repeated dose toxicity study with the

reproduction/developmental toxicity screening test (SR08200)

Specific gravity
1.021- 1.031- 1.041- 1.050<
1.030 1.040 1.050

Urine
volume
(mL/21hr,
mean+S.D.)

Number Ketone Urobili- Bili-

of pH Protein Glucose  body nogen  rubin
Group animals 7.0 7.5 80 &5 - + 1+ 2+ - - O01EUML -
0 mg/kg 5 1 0 2 2 0 0 3 2 5 5 5 5
50 mg/kg 5 0 1 2 2 0 0 1 4 5 5 5 5

13.50 £3.98

15.10 £ 8.61

Values are number of animals with findings.
-, Negative ; +, Slight ; 1+, Moderate ; 2+, Severe.
Color : A = Pale yellow or yellow
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Table 20  Urinary findings of female rats in 14-day recovery test following 42-day repeated oral dose with 2-ethylaniline in the combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test (SR08200)

Urine
Number Ketone Urobili- Bili- Occult Specific gravity volume
of pH Protein Glucose  body nogen  rubin blood  Color  1.021- 1.031- 1.041- 1.050< (mL/21hr,
Group animals 7.0 7.5 80 85 - + 1+ - -  O01EUMGL - - A 1.030 1.040 1.050 mean+S.D.)
“ 4
0 mg/kg 5 1 0 2 2 0 3 2 5 5 5 5 5 5 0 2 2 0 13.38 £6.09
50 mg/kg 5 0 0 2 3 0 1 4 5 5 5 5 5 5 1 2 1 1 16.60 + 6.84

Valucs arc numbcr of animals with findings.

Values in parentheses are number of animals examined.
-, Negative ; &, Slight ; 1+, Moderate.

Color : A = Pale yellow or yellow
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Table 21 ~ Hematological findings of male rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test (SR08200)

Number
of WBC RBC HGB HCT MCV MCH MCHC Platelet
Group animals 10%/uL 10%uL g/dL % fL pg g/dL 10%uL
0 mg/kg 5 Mean 121.40 857.6 15.00 43.76 50.98 17.50 34.30 125.50
S.D. 52.89 324 0.92 3.12 2.21 0.59 0.45 16.71
3 mg/kg 5 Mean 97.88 899.8 15.58 45.66 50.74 17.30 34.14 114.90
S.D. 2421 30.8 0.43 1.77 0.80 0.25 0.36 2241
12.5 mg/kg 5 Mean  113.76 879.8 14.90 44.30 50.46 16.96 33.64 131.40
S.D. 33.63 424 0.32 1.25 2.96 0.73 0.56 13.97
50 mg/kg 5 Mean  155.08 728.0%* 13.48%* 42,40 58.26** 18.54* 31.78*%*  125.30
S.D. 21.31 26.1 0.36 1.23 1.74 0.59 0.15 11.27
* . Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's test). (to be continued)

** . Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).



Table 21 ~ Hematological findings of male rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test (SR08200) (continued)

_vG_

Number Reticulo- Differential count of WBC (102/ ul)
of cyte PT APTT Lympho-
Group animals % sec sec Neutrophil cyte Monocyte Eosinophil Basophil
0 mg/kg 5 Mean 4.012 17.76 25.50 21.82 95.64 2.58 1.34 0.02
S.D. 1.015 2.830 421 9.61 43.89 1.11 0.46 0.04
3 mg/kg 5 Mean 3.494 18.20 27.14 24.16 69.52 3.04 1.16 0.00
S.D. 0.185 1.34 1.55 11.21 15.82 0.73 0.40 0.00
12.5 mg/kg 5 Mean 4.008 18.32 28.70 18.46 91.90 2.38 1.00 0.02
S.D. 0.661 1.44 2.85 6.84 36.43 0.77 0.32 0.04
50 mg/kg 5 Mean  12.394%* 17.54 26.34 28.48 123.72 1.74 1.10 0.04
S.D. 0.583 1.21 2.09 5.29 18.31 0.65 0.38 0.05

** - Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).



_96_

Table 22 Hematological findings of female rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test (SR08200)

Number
of WBC RBC HGB HCT MCV MCH MCHC Platelet
Group animals 10%/uL 10%uL g/dL % fL pg g/dL 10%uL
0 mg/kg 5 Mean 96.56 781.0 14.72 44.04 56.46 18.88 33.42 121.64
S.D. 21.70 43.5 0.51 1.34 2.15 0.46 0.50 10.89
3 mg/kg 5 Mean  123.02 765.6 14.26 4290 56.04 18.64 33.26 141.66
S.D. 25.76 17.5 0.38 1.43 1.86 0.36 0.52 20.40
12.5 mg/kg 5 Mean  109.42 731.8 13.70* 41.84 57.22 18.72 32.74 157.24**
S.D. 22.75 23.0 0.56 1.23 1.65 0.55 0.44 12.61
50 mg/kg 5 Mean  107.74 587.60%* 12.20%*%  40.26%*  68.56**  20.74**  30.32*%* 120.56
S.D. 19.72 29.9 0.56 2.09 2.62 0.61 0.50 10.84
* . Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's test). (to be continued)

** . Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).
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Table 22 Hematological findings of female rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test (SR08200) (continued)

Number Reticulo- Differential count of WBC (102/ ul)
of cyte PT APTT Lympho-
Group animals % sec sec Neutrophil cyte Monocyte Eosinophil Basophil
0 mg/kg 5 Mean 9.638 17.40 21.42 27.04 63.50 5.24 0.78 0.00
S.D. 2.782 0.79 1.11 10.50 11.13 1.08 0.39 0.00
3 mg/kg 5 Mean  11.156 17.96 20.94 40.30 75.50 6.32 0.86 0.04
S.D. 2.921 0.89 1.78 15.60 14.73 0.67 0.11 0.05
12.5 mg/kg 5 Mean  11.012 18.18 20.04 32.74 71.36 4.66 0.66 0.00
S.D. 2252 0.60 1.10 12.88 19.01 1.13 0.30 0.00
50 mg/kg 5 Mean  26.606%* 18.66 21.16 27.40 75.30 4.40 0.60 0.04
S.D. 3.448 0.93 0.51 8.85 11.87 1.74 0.12 0.05

** - Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).



Table 23 Hematological findings of male rats in 14-day recovery test following 42-day repeated oral dose with 2-ethylaniline in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test (SR08200)

_LG_

Number
of WBC RBC HGB HCT MCV MCH MCHC Platelet
Group animals 10%/uL 10%/uL g/dL % fL pg g/dL 10%uL
0 mg/kg 5 Mean  114.08 936.2 15.74 44.60 47.68 16.82 35.30 117.40
S.D. 26.02 334 0.40 1.07 1.63 0.40 0.56 8.24
50 mg/kg 5 Mean  139.42 834.0%* 15.60 45.82 54.98%* 18.74%*  34.06%* 120.42
S.D. 43.22 35.7 0.71 2.06 2.55 0.99 0.51 15.57
Number Reticulo- Differential count of WBC (10°/uL)
of cyte PT APTT Lympho-
Group animals % sec sec Neutrophil cyte Monocyte Eosinophil Basophil
0 mg/kg 5 Mean 3.040 19.66 25.36 12.04 97.58 2.82 1.64 0.00
S.D. 0.625 2.12 1.51 2.16 2443 0.64 0.63 0.00
50 mg/kg 5 Mean 3.372 19.04 25.56 12.10 121.78 3.52 1.98 0.04
S.D. 0.787 1.47 2.31 1.46 43.64 0.61 0.92 0.05

** : Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).
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Table 24  Hematological findings of female rats in 14-day recovery test following 42-day repeated oral dose with 2-ethylaniline in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test (SR08200)

Number
of WBC RBC HGB HCT MCV MCH MCHC Platelet
Group animals 10%/uL 10%/uL g/dL % fL pg g/dL 10%uL
0 mg/kg 5 Mean 69.42 841.4 15.04 42.58 50.58 17.88 35.28 121.18
S.D. 27.03 27.0 1.08 2.75 2.04 0.87 0.40 12.78
50 mg/kg 5 Mean 74.56 786.6%* 15.28 44.14 56.14%* 19.42%*  34.64 111.08
S.D. 7.42 10.4 0.19 0.95 1.49 0.40 0.54 13.96
Number Reticulo- Differential count of WBC (10°/uL)
of cyte PT APTT Lympho-
Group animals % sec sec Neutrophil cyte Monocyte Eosinophil Basophil
0 mg/kg 5 Mean 2.680 17.58 19.32 7.66 59.10 1.58 1.08 0.00
S.D. 0.669 0.72 2.01 2.46 24.82 0.58 0.59 0.00
50 mg/kg 5 Mean 2.776 17.82 19.44 11.78 60.22 1.66 0.90 0.00
S.D. 0.409 0.73 1.10 391 8.81 0.65 0.57 0.00

** : Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).
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Table 25 Blood chemical findings of male rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study with the reproduction/developmental toxicity

screening test (SR08200)

Number Protein fraction (%)
of TP Albumin  A/G Globulin AST ALT ALP y-GTP  T-Bil
Group animals g/dL g/dL ratio  Albumin o o B Yy 1U/L 1U/L IU/L IU/L mg/dL
0 mg/kg 5 Mean 5.74 2.716 0.922 47.40 21.32 7.92 18.08 5.28 68.8 31.0 597.6 0.72 0.052
S.D. 0.15 0.384 0.229 7.33 2.98 0.68 3.42 0.98 223 9.0 297.8 0.23 0.018
3 mg/kg 5 Mean 5.56 2.838 1.050 51.04 21.02 7.64 16.14 4.16 69.6 30.0 518.8 0.48 0.058
S.D. 0.11 0.183 0.115 2.75 1.99 0.55 0.57 0.59 15.7 32 162.1 0.15 0.013
12.5 mg/kg 5 Mean 5.52 2.890 1.102 5238+  20.32 7.80 15.66 3.84* 71.4 33.0 415.0 0.38 0.050
S.D. 0.26 0.145 0.054 1.16 1.22 0.55 0.73 0.86 28.5 14.1 66.5 0.13 0.012
50 mg/kg 5 Mean 5.48 2.984 1.198* 5442+ 17.32% 7.80 16.22 4.24 70.2 334 447.2 0.56 0.098**
S.D. 0.18 0.147 0.093 1.92 0.67 0.41 0.94 0.52 12.3 4.3 57.0 0.30 0.023

* : Significantly different from the 0 mg/kg group at p =0.05 (Dunnett's test).
** . Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).
+ : Significantly different from the 0 mg/kg group at p=0.05 (Mann-Whitney's U-test).

(to be continued)
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Table 25 Blood chemical findings of male rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study with the reproduction/developmental toxicity
screening test (SR08200) (continued)

Number
of Glucose  T-Cho TG UN Crea Na K Cl Ca 1P
Group animals mg/dL  mg/dL  mg/dlL mg/dlL mg/dL mEg/L mEgL mEgL mg/dL mg/dL
0 mg/kg 5 Mean 1614 59.4 26.4 10.56 0.568 1432 5.102 106.8 9.42 6.90
S.D. 23.1 10.0 23.6 1.29 0.020 0.8 0.261 1.3 0.15 0.42
3 mg/kg 5 Mean  161.6 49.8 34.0 9.74 0.556 143.4 4.810 107.0 9.44 6.82
S.D. 12.1 7.1 14.3 1.04 0.054 0.5 0.141 1.2 0.25 0.69
12.5 mg/kg 5 Mean 1652 51.6 22.4 10.08 0.552 143.0 5.110 106.8 9.42 6.84
S.D. 9.0 6.7 12.3 1.06 0.037 0.0 0.283 1.8 0.23 0.76
50 mg/kg 5 Mean 1704 51.4 34.0 9.94 0.578 143.4 5.068 106.6 9.56 6.92

S.D. 16.3 6.7 9.9 0.67 0.043 0.5 0.339 0.9 0.31 0.29
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Table 26

screening test (SR08200)

Blood chemical findings of female rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study with the reproduction/developmental toxicity

Number Protein fraction (%)
of TP Albumin  A/G Globulin AST ALT ALP v-GTP  T-Bil
Group animals g/dL g/dL ratio  Albumin oy a § v IU/L 1U/L 1U/L IU/L mg/dL
0 mg/kg 5 Mean 6.18 3.230 1.100 52.28 18.34 7.38 17.52 4.48 76.4 29.0 234.6 0.68 0.052
S.D. 0.11 0.115 0.102 2.27 0.86 0.82 0.82 0.49 27.9 6.9 55.4 0.19 0.008
3 mg/kg 5 Mean 6.18 3.156 1.046 51.08 18.08 7.96 17.84 5.04 105.0 30.0 322.0 0.64 0.060
S.D. 0.19 0.158 0.065 1.61 2.24 0.34 0.87 0.95 71.4 11.6 171.6 0.24 0.014
12.5 mg/kg 5 Mean 6.24 3.038 0.954 48.62 19.52 8.16 19.00 4.70 83.8 26.6 245.6 0.68 0.050
S.D. 0.33 0.356 0.126 3.43 1.44 0.74 1.56 0.52 352 4.3 84.2 0.22 0.007
50 mg/kg 5 Mean 6.20 3.210 1.076 51.76 18.10 7.58 17.56 5.00 93.6 322 281.2 0.82 0.114%*
S.D. 0.32 0.189 0.064 1.52 1.58 0.63 0.78 1.35 36.5 6.9 109.3 0.30 0.019

** 1 Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).

(to be continued)
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Table 26 Blood chemical findings of female rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study with the reproduction/developmental toxicity
screening test (SR08200) (continued)

Number
of Glucose  T-Cho TG UN Crea Na K Cl Ca 1P
Group animals mg/dL mg/dlL  mg/dlL mg/[dlL mg/[dL mEgL mEgL mEgL mg/dL  mg/dL
0 mg/kg 5 Mean  163.8 63.4 26.2 20.64 0.614 139.6 4.758 103.2 10.86 8.90
S.D. 9.4 4.0 6.8 4.24 0.044 1.8 0.546 1.3 0.27 0.66
3 mg/kg 5 Mean 1434 69.6 31.2 22.78 0.652 140.4 5.048 103.8 10.96 8.84
S.D. 18.7 18.8 11.8 4.74 0.041 2.1 0.087 1.3 0.40 0.71
12.5 mg/kg 5 Mean  158.6 61.2 37.6 20.50 0.666 141.8 5.068 104.8 10.76 8.78
S.D. 20.1 8.4 15.8 4.42 0.044 0.8 0.398 0.8 0.30 0.82
50 mg/kg 5 Mean 1444 65.2 38.8 21.12 0.632 140.2 5.430 104.4 10.68 8.74

S.D. 9.0 124 30.0 1.68 0.075 1.5 0.284 1.1 0.40 0.32
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Table 27 Blood chemical findings of male rats in 14-day recovery test following 42-day repeated oral dose with 2-ethylaniline in the combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test (SR08200)

Number Protein fraction (%)
of TP Albumin  A/G Globulin AST ALT ALP v-GTP  T-Bil
Group animals g/dL g/dL ratio  Albumin oy a § v IU/L 1U/L 1U/L IU/L mg/dL
0 mg/kg 5 Mean 5.54 2.692 0.944 48.64 21.44 7.60 16.62 5.70 68.2 26.8 349.8 0.82 0.064
S.D. 0.26 0.097 0.082 2.11 3.93 0.88 1.13 1.12 7.4 3.0 455 0.15 0.005
50 mg/kg 5 Mean 5.60 2.766 0.976 49.38 20.62 7.94 17.28 4.78 65.0 27.2 347.0 0.76 0.052%*
S.D. 0.25 0.174 0.085 2.19 3.45 0.88 1.66 0.71 2.1 2.2 40.6 0.11 0.004
Number
of Glucose  T-Cho TG UN Crea Na K Cl Ca 1P
Group animals mg/dL.  mg/dL  mg/dL  mg/dlL mg/dlL mE¢/L mEq/L mE¢g/L mg/dlL mg/dL
0 mg/kg 5 Mean  162.2 67.8 314 14.34 0.550 142.0 4.896 106.6 9.44 6.30
S.D. 11.4 8.5 5.7 0.71 0.019 1.2 0.068 0.5 0.32 0.32
50 mg/kg 5 Mean 178.6 73.8 37.8 15.32 0.594 142.0 4.828 105.4 9.48 6.52
S.D. 14.0 21.1 10.4 1.26 0.057 0.7 0.206 1.3 0.33 0.38

** . Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).
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Table 28 Blood chemical findings of female rats in 14-day recovery test following 42-day repeated oral dose with 2-ethylaniline in the combined repeated dose toxicity study with the

reproduction/developmental toxicity screening test (SR08200)

Number Protein fraction (%)
of TP Albumin  A/G Globulin AST ALT ALP v-GTP T-Bil
Group animals g/dL g/dL ratio  Albumin oy o B Y IU/L 1U/L 1U/L IU/L mg/dL
0 mg/kg 5 Mean 6.26 3.440 1.226 54.98 18.40 5.94 15.12 5.56 76.6 29.0 156.2 0.78 0.082
S.D. 0.05 0.166 0.137 2.85 2.59 0.13 0.68 1.00 31.9 11.3 69.2 0.33 0.011
50 mg/kg 5 Mean 6.54+  3.628 1.252 55.46 16.94 6.14 15.18 6.28 66.8 28.2 160.8 1.06 0.066
S.D. 0.23 0.217 0.140 2.74 2.02 0.30 1.38 1.68 8.5 10.1 22.5 0.56 0.018
Number
of Glucose  T-Cho TG UN Crea Na K Cl Ca 1P
Group animals mg/dl. mg/dL  mg/dL  mg/dlL mg/dlL mE¢/L mEq/L mE¢g/L mg/dlL mg/dL
0 mg/kg 5 Mean  145.6 72.8 14.0 15.98 0.686 142.2 4.542 106.8 9.70 4.98
S.D. 14.6 8.8 5.2 1.68 0.053 0.8 0.239 1.3 0.14 0.36
50 mg/kg 5 Mean  158.0 77.4 15.6 17.28 0.708 143.0 4.298 107.0 9.98**  5.76%
S.D. 11.8 15.8 8.4 1.55 0.059 0.7 0.349 1.2 0.11 0.52

* : Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's test).
** - Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).
+ : Significantly different from the 0 mg/kg group at p=0.05 (Mann-Whitney's U-test).
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Table 29  Gross findings of male rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

(SR08200)
End of administration End of recovery
Group 0 mg/kg 3 mg/kg 12.5 mg/kg 50 mg/kg 0 mg/kg 50 mg/kg
Number of animals examined 7 12 12 7 5 5
No abnormal findings 6 12 6 0 5 1
Organ : Findings
Spleen : Swelling 1 0 0 5 0 0
Rough surface 1 0 0 0 0 0
Dark purple discoloration 0 0 6 7 0 4

Values are number of animals with findings.
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Table 30 Gross findings of female rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

(SR08200)

Group 0 mg/kg 3 mg/kg 12.5 mg/kg 50 mg/kg
Number of animals examined 12 12 12 12
Number of pregnant animals 12 8 (2 12 11 (1)
No abnormal findings 11 7O 6 0 0)
Organ : Findings
Lung : Edematous change 0 0 () 0 0 (0)
Stomach : White mass, limiting ridge 0 1(0) 0 0 0)
Forestomach : Dark red patch, mucosa, multifocal 0 0() 0 0(0)
Granular surface, mucosa 0 0 (0) 0 0
Glandular stomach : Black patch, mucosa, multifocal 0 0 (D) 0 0 (0)
Dark red patch, mucosa, pylorus 0 0 (1) 0 0 (0)
Kidney : Cyst, unilateral 0 0 (0) 0 1 ()
Spleen : Adhesion, retroperitoneum 0 0 (0) 0 1(0)
Atrophy 0 0(2) 0 0 (1)
Dark purple discoloration 0 0 (0) 5 11 (0)
Swelling 0 00 0 9 (0)
Thymus : Atrophy 1 02 0 0 (1)
Adrenal : Hypertrophy, bilateral 0 0 0 0 (0)
Skin of right inguinal region : Subcutaneous yellowish brown mass 0 0 (0) 1 0 (0)
Number of non-pregnant animals 0 2 0 0

No abnormal findings

Organ :
Skin of right thoracic region :

Findings
Subcutaneous yellowish white mass

Values are number of animals with findings.

- : Blank.

Values in parentheses are number of dead animals with findings.
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Table 31  Gross findings of female rats in 14-day recovery test following 42-day repeated oral dose with 2-ethylaniline in the combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test (SR08200)

Group 0 mg/kg 50 mg/kg
Number of animals examined 5 5
No abnormal findings 4 0
Organ : Findings
Spleen : Dark purple discoloration 0 5
Adhesion, adipose tissue 1 0

Values are number of animals with findings.
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Table 32

Absolute and relative organ weights of male rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study with the reproduction/developmental toxicity
screening test (SR08200)

Number Body
of weight Liver Kidney Spleen Heart Brain Thymus Adrenal
Group animals g g % g % g % g % g % mg 107 mg 107%%
0 mg/kg 5 Mean 477.8  12.480 2.608 2.838 0.594 0.834 0.174 1.282 0.268 2114 0444 3362 71.098 63.2 13.238
S.D. 18.8 1.220 0.196 0.168 0.021 0.453 0.088 0.140 0.029 0.061  0.019 114.1  26.067 1.3 0.377
3 mg/kg 5 Mean 4932  12.366 2.502 2.986 0.608 0.650 0.132 1.314 0.268 2216 0454 2962 60.874 55.8 11.276++
S.D. 429 1.298 0.079 0.309 0.058 0.073 0.016 0.076 0.008 0.071  0.038 60.1 15476 8.0 0.802
12.5 mg/kg 5 Mean 469.8  12.038 2.562 2.826 0.606 0.664 0.142 1.364 0.290 2.060  0.442 2918 62.720 54.0 11.612
S.D. 49.0 1.558 0.159 0.130 0.048 0.084 0.013 0.143 0.000 0.114  0.022 87.0  20.932 49 1.730
50 mg/kg 5 Mean 4704  13.054 2.766 2.958 0.626 1.492 0318+ 1410 0.302 2.134 0456 293.0 61.958 51.2 10.848+
S.D. 50.7 2.238 0.205 0.578 0.057 0.259 0.045 0.158 0.027 0.093  0.035 782  13.622 10.5 1.639
Number Body
of weight Testis Epididymis
Group animals g g % g %
0 mg/kg 7  Mean 5004 3.089 0.621 1.314 0.263
S.D. 42.0 0.103 0.070 0.088 0.029
3 mg/kg 12 Mean 508.8 3.273 0.645 1.281 0.253
S.D. 36.4 0.234 0.038 0.128 0.016
125 mgkg 12 Mean  500.8 3.314 0.665 1.253 0.252
S.D. 47.8 0.246 0.048 0.109 0.015
50 mg/kg 7  Mean 496.7 3.113 0.634 1.241 0.253
S.D. 63.4 0.234 0.075 0.104 0.034

+ : Significantly different from the 0 mg/kg group at p=0.05 (Mann-Whitney's U-test).
++ : Significantly different from the 0 mg/kg group at p=0.01 (Mann-Whitney's U-test).
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Table 33 Absolute and relative organ weights of female rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study with the reproduction/developmental toxicity
screening test (SR08200)

Number Body
of weight Liver Kidney Spleen Heart Brain Thymus Adrenal
Group animals g g % g % g % g % g % mg 1073, mg 107
0 mg/kg 5 Mean 305.8 10.276 3.360 1.880 0.616 0.688 0.224 0.954 0310 1.996  0.654 210.4 68.748 79.6 26.090
S.D. 10.2 0.650 0.180 0.075 0.040 0.118 0.042 0.064 0.016 0.107  0.021 42.5 13.567 11.9 4.299
3 mg/kg 5 Mean 312.0  10.290 3.298 1.868 0.598 0.750 0.242 1.004 0322 2.066  0.662 236.6 75.584 71.2 22.814
S.D. 12.9 0.582 0.123 0.174 0.053 0.150 0.053 0.052 0.013 0.116  0.037 51.2 14.774 7.7 2.167
12.5 mg/kg 5 Mean 319.8  11.492* 3598 1.954 0.612 0.738 0.232 1.024 0320 2.038  0.638 279.6 87.436 77.6 24.268
S.D. 10.7 0.321 0.165 0.216 0.055 0.037 0.004 0.061  0.023 0.041  0.023 41.3 12.741 5.6 1.595
50 mg/kg 5 Mean 2992  10.588 3.544 1.900 0.634 1.396++ 0.466++ 1.020  0.342*  2.072  0.692 258.6 860.144 65.8 22.072
S.D. 11.5 0.930 0.348 0.119 0.023 0.274 0.100 0.060  0.019 0.069  0.038 63.5 19.391 8.9 3.529
Number
of Ovary
Group animals mg 107%
0 mg/kg 5 Mean 984  32.114
S.D. 11.8 2.944
3 mg/kg 5 Mean 1222 39.034
S.D. 214 5.634
12.5 mg/kg 5 Mean 116.0  36.196
S.D. 16.8 4385
50 mg/kg S Mean 108.2  36.188
S.D. 153 5.231

* : Significantly different from the 0 mg/kg group at p=< 0.05 (Dunnett's test).
++ : Significantly different from the 0 mg/kg group at p=<0.01 (Mann-Whitney's U-test).
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Table 34 Absolute and relative organ weights of male rats in 14-day recovery test following 42-day repeated oral dose with 2-ethylaniline in the combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test (SR08200)

Number Body
of weight Liver Kidney Spleen Heart Brain Thymus Adrenal
Group animals g g % g % g % g % g % mg 107 mg 107%%
0 mg/kg 5 Mean 508.0 11.918 2.344 3.016 0.596 0.784 0.156 1.346 0.264 2204 0434 282.0 55.682 58.0 11.434
S.D. 28.4 0.967 0.075 0.132 0.027 0.066 0.013 0.131 0.013 0.054  0.032 339 7.387 4.8 0.986
50 mg/kg 5 Mean 508.8  12.656 2.488*  3.056 0.602 0.778 0.156 1.468 0.290 2122 0416 2856 56.230 55.8 11.040
S.D. 27.1 0.930 0.086 0.127 0.046 0.082 0.025 0.133 0.023 0.083  0.019 36.7 7.377 11.4 2.571
Number
of Testis Epididymis
Group animals g % g %
0 mg/kg 5 Mean 3.244 0.638 1.396 0.276
S.D. 0.320 0.070 0.155 0.027
50 mg/kg 5 Mean 3.172 0.626 1.248 0.248
S.D. 0.241 0.073 0.135 0.036

* . Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's test).
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Table 35  Absolute and relative organ weights of female rats in 14-day recovery test following 42-day repeated oral dose with 2-ethylaniline in the combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test (SR08200)
Number Body
of weight Liver Kidney Spleen Heart Brain Thymus Adrenal
Group animals g g % g % g % g % g % mg 107% mg 107,
0 mg/kg 5 Mean 2836 6.988 2.464 1.812 0.638 0.536 0.190 0912 0322 2.070 0732 2558 89.710 78.0 27.502
S.D. 17.7 0.717 0.150 0.122 0.016 0.092 0.029 0.049  0.025 0.107  0.049 70.6 21.115 10.8 3.376
50 mg/kg 5  Mean 2986 7.706 2.584 1.798 0.604 0.566 0.192 0956 0322 2.044  0.686 3072 103.514 68.8 23.158
S.D. 18.2 0.614 0.192 0.194 0.075 0.065 0.023 0.046 0.019 0.031  0.038 42.6 17.812 8.8 3.741
Number
of Ovary
Group animals mg 107%
0 mg/kg 5 Mean 92.0 32330
S.D. 13.2 2.873
50 mg/kg 5 Mean 103.0  34.262
S.D. 29.5 9.035
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Table 36 Histopathological findings of male rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study with

the reproduction/developmental toxicity screening test (SR08200)

Group Control 3 mg/kg 12.5 mg/kg 50 mg/kg
Number of animals examined 7 12 12 7
Organ: Findings Grade

Lung: Mineralization, artery + 0 - - 25
Metaplasia, osseous, alveoli + 1(5) - - 0(5)

Liver: Deposit, hemosiderin + 0 0 7 3

++ 0 0 0 4

Extramedullary hematopoiesis + 0 0 0 6

Microgranuloma + 3 8 4 4

Fatty change, centrilobular + 0 1 2 0

Fatty change, diffuse + 1 1 0 0
Heart: Myocardial degeneration, focal + 1(5 - - 0(5)
Kidney: Regeneration, tubular epithelium + 2(5 - - 2 (5)
Eosinophilic body, proximal tubular epithelium + 0(5) - - 2 (5)
Cast, hyaline + 0 (5) - - 1(5)
Prostate: Cellular infiltration, inflammatory cell + 1(5 - - 05

Spleen: Congestion + 0 0 9 2

++ 0 0 0 5

Increase, deposit, hemosiderin + 0 0 8 7

Increase, extramedullary hematopoiesis + 0 0 4 6

++ 1 0 0 1

Atrophy, white pulp + 0 0 0 1

Bone marrow: Increase, erythropoiesis + 0 0 0 5
Thyroid: Vacuolar change, follicular cell +++ 1(5) - - 0(5)

Values are number of animals with findings.
Values in parentheses are number of animals examined.
-: Blank.

Grade; +: slight change, ++: moderate change, +++: severe change.
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Table 37 Histopathological findings of female rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study with
the reproduction/developmental toxicity screening test (SR08200)

Group Control 3 mg/kg 12.5 mg/kg 50 mg/kg
Number of animals examined 12 12 12 12
Findings of dead animals
Number of animals 0 2 0 1
Organ: Findings Grade
Lung: Edema, perivascular + - 1 - 0
Esophagus: Cellular infiltration, inflammatory cell, mucosal epithelium + - 1 - 0
Parakeratosis ++ - 1 - 0
Forestomach: Ulcer ++ - | - 0
Pancreas: Decrease, zymogen granule + - 1 - 1
Liver: Deposit, hemosiderin + - 0 - 1
Spleen: Increase, deposit, hemosiderin + - 1 - 1
Atrophy, white pulp 4+ - 2 - 1
Atrophy, red pulp + - 0 - 1
++ - 2 - 0
Adrenal: Hypertrophy, cortical cell, zona fasciculata + - 1 - 0

(to be continued)



Table 37 Histopathological findings of female rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study with
the reproduction/developmental toxicity screening test (SR08200) (continued)
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Group Control 3 mg/kg 12.5 mg/kg 50 mg/kg
Number of animals examined 12 12 12 12
Findings of surviving animals
Number of animals 12 10 12 11
Organ: Findings Grade
Lung: Aggregation, macrophage, alveolar + 0 - - 1(5)
Mineralization, artery + 1(5) - - 1(5)
Stomach, limiting ridge: Cyst, squamous cell + 0(5) 1 (D) - 0()
Liver: Deposit, hemosiderin + 0 0 7 1
++ 0 0 0 10
Extramedullary hematopoiesis + 0 0 1 11
Microgranuloma + 7 3 5 8
Fatty change, periportal + 2 2 0 2
Kidney: Cyst + 05 - - 1 (6)
Cellular infiltration, inflammatory cell, cortex + 0 (5) - - 1 (6)
Regeneration, tubular epithelium + 0 (5 - - 1 (6)
Spleen: Congestion + 0 0 4 9
Increase, deposit, hemosiderin + 0 2 4 11
Increase, extramedullary hematopoiesis + 0 0 4 6
++ 0 0 0 5
Atrophy, white pulp + 0 0 0 1
Capsulitis + 0 0 0 1
Thymus: Atrophy, cortex ++ 1(6) - - 0()
Mammary gland: Fibroadenoma + 0() 1(D) - 05

Values are number of animals with findings.

Values in parentheses are number of animals examined.

-: Blank.

Grade; +: slight change, ++: moderate change, +++: severe change.
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Table 38 Histopathological findings of male rats in 14-day recovery test following 42-day repeated oral dose with 2-ethylaniline in the combined

repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR08200)

Group Control 50 mg/kg
Number of animals examined 5 5
Organ: Findings Grade
Lung: Aggregation, macrophage, alveolar + 0 1
Mineralization, artery + 1 2
Metaplasia, osseous, alveoli -+ 0 1
Liver: Deposit, hemosiderin + 0 3
++ 0 2
Microgranuloma + 3 3
Fatty change, diffuse + 1 0
Heart: Myocardial degeneration, focal + 1 0
Kidney: Cyst + 1 0
Regeneration, tubular epithelium + | 2
Cellular infiltration, inflammatory cell, cortex + 1 1
Prostate: Cellular infiltration, inflammatory cell + 5 1
Spleen: Increase, deposit, hemosiderin ++ 0 5
Pituitary gland: Cyst, pars distalis + | 0
Cyst, pars intermedia + 0 1

Values are number of animals with findings.
Grade; +: slight change, ++: moderate change.
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Table 39 Histopathological findings of female rats in 14-day recovery test following 42-day repeated oral dose with 2-ethylaniline in the combined

repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR08200)

Group Control 50 mg/kg

Number of animals examined 5 5
Organ: Findings Grade

Lung: Aggregation, macrophage, alveolar + 1 0

Mineralization, artery + 0 1

Liver: Deposit, hemosiderin + 0 2

++ 0 3

Microgranuloma + 1 3

Kidney: Mineralization, cortex + | 0

Mineralization, renal pelvic mucosa + 0 1

Mineralization, papilla + 0 2

Uterus: Cyst, squamous cell + 0 1

Spleen: Increase, deposit, hemosiderin + 2 0

++ 0 5

Capsulitis + 1 0

Eyeball: Atrophy, retina + 0 1

Values are number of animals with findings.
Grade; +: slight change, ++: moderate change.
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Table 40

Reproduction performance in parental rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test (SR08200)

Estrous cycle Copulation index Fertility Gestation Nursing
Abnormality Male Female index index Gestation index
Incidence Length  Incidence Incidence Incidence Incidence length Incidence
Group (%) (days) (%) (%) (%) (%0) (days) (%)
0 mg/kg 0/12 Mean  3.98 12/12 12/12 12/12 12/12 Mean 22.5 12/12
(0.0) S.D. 0.17 (100.0) (100.0) (100.0) (100.0) S.D. 0.5 (100.0)
3 mgkg 0/12 Mean  4.06 12/12 12/12 10/12 9/9 Mean 224 8/9
(0.0) S.D. 0.24 (100.0) (100.0) (83.3) (100.0) S.D. 0.5 (88.9)
12.5 mg/kg 0/12 Mean  4.06 12/12 12/12 12/12 12/12 Mean 222 12/12
(0.0) S.D. 0.20 (100.0) (100.0) (100.0) (100.0) S.D. 04 (100.0)
50 mg/kg 2/12 Mean 4.07 12/12 12/12 12/12 12/12 Mean 223 11/12
(16.7) S.D. 0.22 (100.0) (100.0) (100.0) (100.0) S.D. 0.5 91.7)

Abnormal estrous cycle = (number of female with abnormal estrous cycle / number of females examined) x 100.

Copulation index = (number of males/females copulated / number of males/females placed in a cage) x 100.

Fertility index = (number of pregnant females / number of pairs with successful copulation) x 100.

Gestation index = (number of females with live pups / number of pregnant females) x 100.

Nursing index = (number of females nursing live pups on lactation day 4 / number of females with live pups delivery) x 100.
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Table 41  Estrous cycle of female rats in 14-day recovery test following 42-day repeated oral dose with 2-ethylaniline in the combined repeated dose toxicity study with
the reproduction/developmental toxicity screening test (SR08200)

Administration period Recovery period
Estrous cycle Estrous cycle
Abnormality Abnormality
Incidence Length Incidence Length
Group (%) (days) (%) (days)
0 mg/kg 0/5 Mean  4.00 1/5 Mean 4.00
(0.0 S.D. 0.00 (20.0) S.D. 0.00
50 mg/kg 0/5 Mean  4.20 0/5 Mean 4.06
(0.0 S.D. 0.45 (0.0) S.D. 0.13

Abnormal estrous cycle = (number of female with abnormal estrous cycle / number of females examined) x 100.



Table 42  Pregnancy and litter data of rats dosed orally with 2-ethylaniline in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening
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test (SR08200)
Number of Number of Number of Number of Day 0 of lactation period Day 4 of lactation period
Pregnant corpora implantation Implantation Delivery pups  Number of Sex ratio Live birth Number of Sex ratio Viability
Group animals lutea sites index (%) index (%) delivered live pups All pups Live pups index (%) live pups Live pups index (%)
Pup data
0 mg/kg 12 Mean 16.2 15.8 97.516 92.571 14.6 14.5 0.538 0.536  99.444 14.1 0.538 97.698
S.D. 2.6 25 4223 7.076 2.6 2.6 0.098 0.097 1.925 2.0 0.113 5.379
© ©) ®) ® © 9 (8) 8 (8)
3 mg/kg 10 Mean 16.0 15.6 97.527 88.902 13.9 13.7 0.548 0.558  98.197 13.1 0.559 99.039
S.D. 1.2 1.3 3.204 10.589 1.7 1.9 0.129 0.133 3.611 1.6 0.138 2.719
12.5 mg/kg 12 Mean 16.1 15.2 94.464 95.970 14.5 14.5 0.513 0.513  100.000 13.6 0.512 94.550
S.D. 3.1 34 13.342 4.746 3.1 3.1 0.193 0.193 0.000 29 0.196 10.517
(In (11 Y
50 mg/kg 12 Mean 15.8 15.6 98.530 96.233 15.0 15.0 0.577 0.577 100.000 14.7 0.595 99.465
S.D. 1.6 1.6 3.655 4389 1.7 1.7 0.128 0.128 0.000 1.6 0.113 1.773

Implantation index = (Number of implantations / number of corpora lutea) x 100.

Delivery index = (Number of pups delivered / number of implantations) x 100.

Sex ratio = Number of male pups / number of male and female pups.

Live birth index = (Number of live pups at delivery / number of pups delivered) x 100.

Viability index = (Number of live pups on day 4 after birth / number of live pups at parturition) x 100.

Values in parentheses are number of pups examined.



Tablc 43 Gencral appecarance of pups in the combined repeated dose toxicity study with the reproduction/developmental toxicity screcning test of 2-cthylaniline (SR08200)

Male Female
Day after birth Day after birth

Group Findings 0 1 2 3 4 0 1 2 3 4

0 mg/kg Number of pups examined 94 93 92 92 91 81 81 81 81 80

No abnormal findings 92 92 92 90 89 81 81 81 80 79

Milk-band negative 1 0 0 1 1 0 0 0 0 0

Death 1 1 0 1 1 0 0 0 1 1

Milk-band ncgative 1 0 0 0 0 0 0 0 1 1

Lost 0 1 0 1 1 0 0 0 0 0

3 mg/kg Number of pups examined 68 68 68 64 58 57 55 55 54 47

No abnormal findings 68 58 58 58 58 55 48 48 47 47

| Milk-band negative 0 10 6 0 0 0 7 6 0 0
S Death 0 0 4 6 0 2 0 1 7 0
| Milk-band ncgative 0 0 4 6 0 2 0 1 7 0
12.5 mg/kg Number of pups examined 90 90 88 87 87 84 84 84 82 81

No abnormal findings 90 88 87 85 85 84 83 82 80 78

Milk-band negative 0 0 0 2 0 0 1 0 1 0

Death 0 2 1 0 2 0 0 2 1 3

Milk-band positive 0 0 0 0 0 0 0 1 0 0

Lost 0 2 1 0 2 0 0 1 1 3

50 mg/kg  Number of pups examined 103 103 102 102 96 77 77 77 76 66

No abnormal findings 102 102 96 96 94 77 77 66 66 66

Milk-band negative 1 0 6 0 2 0 0 10 0 0

Death 0 1 0 6 0 0 0 1 10 0

Milk-band negative 0 0 0 6 0 0 0 1 10 0

Lost 0 1 0 0 0 0 0 0 0 0

Values are number of animals with findings.
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Table 44  Body weight of pups in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of 2-ethylaniline (SR08200)

Male Female
Number Body weight (g) Body weight (g)

of on day after birth on days after birth
Group litters 0 1 4 0 1 4
0 mg/kg 12 Mean 6.68 7.33 10.31 6.33 6.98 9.75
S.D. 047 0.64 1.57 0.46 0.67 1.78
®) (8)
3 mg/kg 9 Mean 6.71 7.11 10.46 6.28 6.67 10.03
S.D. 0.45 0.84 1.09 0.48 0.87 1.06
12.5 mg/kg 12 Mean 6.59 7.17 10.58 6.20 6.82 10.06
S.D. 0.88 1.22 2.32 0.95 1.27 2.15
(11) (11
50 mg/kg 12 Mean 6.33 6.78 9.91 5.97 6.38 9.22
S.D. 0.54 0.70 1.04 0.40 0.61 0.89

Values in parentheses are number of pups examined.
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Table 45  Gross findings of pups in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of 2-ethylaniline

(SR08200)
Male Female
Item Group Omg/kg 3mgkg 12.5mgkg 50 mgkg Omg/kg 3 mgkg 12.5 mgkg 50 mgkg
Findings of dead pups during days 0-4 after birth
Number of pups examined 4 10 5 7 2 10 6 11
No abnormal findings 0 6 0 4 1 10 l 11
Intraperitoneum : Autolysis 1 0 0 0 0 0 0 0
Hind limb : Trauma 0 0 0 0 1 0 0 0
Kidney : Dilatation, renal pelvis, bilateral 0 4 0 2 0 0 0 0
Lost 3 0 S 1 0 0 5 0
Findings of pups euthanized on day 4 after birth
Number of pups examined 90 58 85 96 79 47 78 66
No abnormal findings 87 58 85 94 75 47 77 66
Kidney : Dilatation, renal pelvis, unilateral 3 0 0 1 3 0 0 0
Kidney : Dilatation, renal pelvis, bilateral 0 0 0 1 1 0 1 0

Values are number of pups with findings.
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