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CFEZOSBICBWTEER L LA TS 4= b0 7 =2 D V2D
T. v bEAV 0. 8. 40 BEU 200 mg/kg/day M5 CHI 5 EREBNHER 2 ZE L
Fzo BYUDI 1 BEMEESS 12 PEE U, BB AECEESS 14 B> S M 47 HE.
XA HEWE 4 H (42~55H) FTHERE LA,

1. REREHEME

40 mglkg ML L OB OUERE T, REFEHIMIC BREHET B L TIRIR T EHSRD
BNTz0 EHIC. 200 mgkg F TR, HEMICAERMOWHB L CEBHEOHDHE
HEIZHE 1 IEDFETHRED SN F /=, 200 mglkg B CHEHIC AN EE.
RN ER, HEICEBENBIUHENEROVW T REFRD SN, M
ORI PIRM I Bt T 261 RO S W=, REMGERECIX. HEOERC
BEANEIITES L CEEERRBERMA. £z, MR NZER ORI X
BIBED SN,

U EDBERIPS 4= P07V DT v hADKREHREIZL D BB,
FFigS X BN 3 2 BHEEFRO S . HEERI 8 mgkg/day LRI H

el
-0

2. HFEELE

SRR, RE, BIK, MM, BRK. BRE, HERLCHR
B UMEREICLEED BNED o0

REMIOFECH LT, 200mg/ke BECH L AR ERREBHRED 5 his,
BHERMK. AU, FERM, HER, b, Ak, AESLUHBICZLE
BHLNED ST

PLEDRERE b MEHERBY O LTERRICN % MRERIL 200 mg/kg/day. JiE)
MOREH T B MEBRIT 40 mg/kg/day LB NI,
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= @291

4-= P07 UV VI, FEEOASBICBVTHER L LTERZhTW A1k
FWETH %, AMEOBHICDNT, 5 v MEOKFICBIT % LDw fEld 1000mgke
T, BE. BBXUHBICOS L TRIEEZET S V2 ePHMENTWD. £ize TV
MO 28 HERERORSEIC K D, B . KRB X CIRSIoN s 3 By
ROBENTNS D, EFEREBEIC OV, BRET L AHREEA SRV RFERIX.
OECD O R4AERBFLFYHERLERMBED—RLE L TEBLEZSDTH %,

H B
4-= P00 PPV ES Yy MIREROERS L, ZYEOLERBBHICONTRET
L=,

MREB XA
1. BBRYME
BRYED 4-=+0-0:7 =2 P (CAS No. 97-52-9) ik £F& 168.15, Ml
140.9°COIEKRBIED A 2 W E il MR < SBRICIK
POBALEDY NES (#hiEE 99.9%) %
WEERHT (2~6°C) CHEEL. HHLE, AYMEORMIX. Appendix 112717
BeEWRE. 32l (FASLTFR IR O MBS VAN3566. V4G2385)
ZRAVWCHEORSHE L R BEOERBIICHAK L= AYED 20 BX T 0.1%
IZOWTRENFERZER L =R, BERTOFEBMBEIZIY—. D, WilER
T (4°C) chir L d S HEIRETH S LRI N /= (Appendix 2). L
oo T, BEROMH ARG E 8 HRE L. AR L RS HX 1 BOMAE
TLITMHT UL HARETHAT (2~6C) BXTTERLUTHRE LR, /= 9
FlICHAM L RGBT ONVTHM L. FIEOBECHMINTHS I L 2R L
(Appendix 3).

2. BEBWS L OEERN (Appendix 4~6)
8 E#d SD R[Crj: CD (SD) IGSI® SPF S v F2HAF ¥ —IV X « UN—Fk
At BEAREER (EINBEART T EHIR 795 Fih) 20 5 A (HEH 55 K) L.
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13 ERSRBERE I BIL X &, Z ORI BAREIRE L 0 3 MOREMEC L 200
T OWCIKBIE®RIC LS 10 HEOWAYER b ab¥ T, BEDIEH
T —BRES L CHEOMEAMICEEORD 5 hirh - =S 48 L% 10 @M T
ABRICH W 2. 1 BOBYBILIERES 12 B U, B2 T3R5I H O EICE
DL BIIREAMBEEZ W TIT o /2. BREBBIGOPIRE (KREHME) X, %
380 (355~441) g. It 238 (219~260) g TH o7,

Z v M, BE 22+3°C. BE 55+10%. BKEHK 10 ML/ K (-7 L
v ax7—-AR), B 128/ B (507 RSKT. 448 7RREKT) I h
JeS) P =Y 2T LBME (85 2 ) T BHEBIC TV L ZBERT— [260W
X 380D X 180H (mm)] AL, ChERAF VLV ABEBOS v 7 ICRE L TH
B Uiz, z2 U, REEORL L. BV (U4 b7V —2, HEF ¥
—)VR - YN—Att, oy FES 16. 10. 28) EANERY A—HFx— PR
rr— [265WXx426DX180H (mm)] IZIRAE L. 2B REM L REX =,
fR (HARBETEGASHE. BRSNS A MR I by 7, 1y MRS 041158-2,
041278) WIZHBIAK (FLEE lum OH— bV w7 1)V F — T RS BN
LREkGEA) 1. The e X O E B/KHEE = AR () 1—
BR—=Mr—Y0BE) CX b HRICEBIRIY, 3ofE#ENx. >vrBk
W7 — O ADOEBAIEA B ICE S FHRIZK DT o=,

B, BYOREHEEE LT, BWEOREX 22.0~23.5C. WEIL 48~58%
OEHHETHE L (BE - BEOWERR | Appendix 4). =R OERMED
ISR (Appendix 5). RRKDKEREDRER (Appendix 6) BLUHEED M
RIPBERME O SR (Appendix 7) &, WIH b LIFZERT BERE U 7= AHH
RDETH o7zs LD > CEOREHRRICBW CHBBEOEEEICE:
RiFETEEZONIBREEROEIE. RIP-7=dDLHBIEI N,

=y AR, BYEREZRFNERBLOCRENRERO TICERT 228
WS T REBEEZED . THEAEBA BEEYRNZREMEFROBHMERSE
FERE ) IZH>TT o /=

3. BEEBDFE. HBRBHOERB L5 H¥%
1088 S v b B —FEERES 4 IRV, 0. 100, 200, 400 B X U¥ 600 mg/kg/day
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T 14 HERERO®RE UAEER,. 100mg/kg Bl EOEOMEHE ¢ B #EEH DK T PIE
EASREADS, & 5 ICHETIEAREE MO MEER, ECIXRIRERORELRD 5Nk,
F/-. HOMBERDRMED 200 mgkg M EOFTERD SN 7=iED. 400 mgkg BL
OB IR IR, R K UBROR AL 2 VIR AL TITIETHER
BB NI |

Ploz s, ZFRICBIIZBRERBIIOVTR., BRICBHREENREET S
EFPRIEIh3 200 mgkg/day 2EEAR. BHEENRBELRVWLETHEIHhS 8
mg/kg/day ZREAEL L. 25 DHEDHEIZ 40 mg/kg/day D S HEZREL
7o

AREORBAIE. (1) BEEEH (LUF. NEE). (2) #BRYWEOD 8 mg/kg/day
BeE5# (8 mgkg #). (3) Bl 40 mgkg/day ##5% (40 mgkg ). (4) [E 200
meg'kg/day 358 (200 mg/kg &) D4 E U=,

BELEE. REBEBEAE kg5 mL L. F70VHEV U TFEE
LizESEZANT, #E5RZEAICES Uk, MREICEIBE®EE LTV —
Vi ZRRICRE Lz, {EKRORSHRIX. ZEHOMEREZREICEH U,
5B, M S b REERMA 14 HErh 5. Mk 47 B, MEIX3EELE KRR
BZ2RCoHRmBOME 4 HE T, RE 42 H~KE 55 HE. 1 H 1B, a4 (9:
00~12 : 00) 15 L ze -

4. BEBIUHRE
1) HEicEEs 3IEE
(1) —feRREEsR
BEHEREH. G150 2<Ld 2 Hid. HYOLETE. AE. THEFICOWV
TEEUR. T, k. HE. WEORBIZOVWTIE, ERELHELE.
(2) REBIVEBEEAE
FRER, BICOWTIERS 1 (B5BAE). 8. 15, 220 29, 36, 43 BLV
47 H. MRS 1, 8 BXT15 H. #HR 0. 7. 14 BLU 20 H, WE 0 BL U4
HICHIE L. BRI, AEAERICAEDRT F—YJLICEHETO 24 K
HfFERNHEEZAE Uiz, 72 L. BHEBORKAERIX. HTIXR5 46 H. 1t
TIIWE 3 HE Uk, REHEHhO®RS 15 HiCiXtE#EoLf)., #5 22 Bicld3
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BRI LW hnWiEEoBHEEITEE Ukh o7z,
(3) HEtIMmE

Mz DWW, BIE - BEiRIC Bl E ke x . REDHERIN S EC. Giemsa A
2 & BRI EEIEA SR U, BRIC & D MBI OHE 21T > o
(4) ZEB kA BRIESR

ZHeh 2 BEOWEERT (&5 15 DOFR) UkiEsE—BA<T 151
DHMAEDEEAED, 2EMEZRE L LTRRIRIINS E TEERAES 8.
SEHIR A B — R (9 : 30 H) I REORR BTV, RE (%) [ (%
EEWE FEBYE) X100128H Uk, ZRIZERIEES % WIXEEH O
FOEMC L DREL. RASN:OBEHE 0 HE Uiz, REH LTS
BRPS, KRICOVT, BHE (%) [ (TN SRAHR) * 10015 X
CHER (%) [ (& RHEE EREHR) X100] 2EH Uz,

(5) BB L CBEERAE

HER5 47 HOBH DV Tk, A8 UIEE & BT CH > 72 PliLmse 5 H.
HE 4 HETIK2RETHAD Shiz B 14 (BES 501) IWHE 4 H
IZ. Theho—5 VRETF CHUBR U, ki, BICEREILS & T W EResse
RAIRKICEBIR Uk, £, IEOME. S, S L OCEORBRS X oRE
kEFHR ENER) L. BRAOKECHESWOMAEL GENER) »&
H U7z BEIC DWW T, SRR OEAREE L N FEOBRME AR HRE (%) [(E
FRIES B0 X 100] ZHE L 7=, 728, 200mg/kg BT 1 6l (BMES 537).
MROBIFHEIRRAI N, BT,

(6) HEAG A |

SHNZDONT, OB PRI BRI . RSE. BE LK. AivAR. KEE. 5P
B OPEBLCZOMARNESHMERKL. 10%3E) VBEE R
W OOBE. R R TV ETHESE) TEEL. £E Lk,

FEMME AR, NEH L BEAEROLMYIC DT, A, R LS
KO N B S L CRE BRI BV CHERYEOREIT L 3 BEHEDS
NEBEICDODVWTIT 2. Z2OMOEICONWTIE. MHS 5 ITicOoWT., BEH
BHTEMCOFDONEHREICDVWTERL 2. RIBMERIAMAICOVWIL. £
TOHOETOHUIDVWTRE L /2. MEIRXEEICE >TSS 7 4 VU &R
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L. HE &2HB L TERLE, = BRIIOWTX. BHERY A 7 )VERE
(ZF—PII - 1. V. IBXUXI) OF%, PASEEHIT> /.

2) HEROEE
(1) BERHL. Mt X ONEBR

D5 T ORRE. FEOERK (EERLIE-ROAE) 2. 28%E (%)
[ GRHEEREBHEEK) X100 %, F/2HF L EREZSEOERORIEIC & b ik
BHBU, BILOMEEEH Uk, $k. FERIZOWT, NRRESHAED
REERT.
(2) —HBRREBIR

BH, —BREBLCERERA L. HER (%) [ (HERZRRE RS/ B
BERB) X10008 & CFEREER (%) [ (BH 4 HOERM,/ HEHZRRE R
) X100] ZHEH U=,
(3) thEME

FERIZOWT, WE 0B L4 Hic, MERNCSBEOKERREL, 1LY~
D DERHAEEEH U,
(4) FREPHE

SECHlid 2 O, EEFITHE 4 Hioo—5 VBT CHRIES ¥, JIERH &
VHEERICBIT 2 EEREICOWCAIRKICEHE L,

. FREHEAT

BOSNETEYED 2 VWIERIC OV, BHRYERESH ENERHLOBOERE

(EBRE SBLUT) 2 ROFETCHRE LTz TROBNZ X M) v I F—F (KE.
BHE. SEEE. BRR ARE. RERHIE. ERM. EREK. ETRRK
%) i, Bartlett DFBIREEIT o/ ZOHBR. A —H2BHEE—TEHED
SEAMETV. EREZ 2R D=HAIX Dunnett iz & b MBE L O HERE T
o7z B —BETRVWBEBLE I RS AN ) w257 —% (HEH. BHKRE,
HAER, SE FEREER, HERONES L OCHBREICBI 2 BHES)
i& Kruskal - Wallis DJEFRE 217 ZOEREGRBE 2RO =541 Dunnett B
DBEEEIT 120 2 BMO LI EFREY A 2 VRET —F) I2oWCid, FRE
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ZITV. ZOERMED 2B A Student O t BER. HED—RTRVGE
K Aspin‘Welch @ t RE BT o /=0 h T TV HIVF—4 12X, Fisher DEEHEEERE

(—BREOBE. Fk. REMHERBICBIT 2EBHAOREE. KBE. Zh
RBICHER) 2HVE. REPOHEIZOWTI, x2REZAWE, 2B, H
ERICET 3T —%id. 1EOVHEEZ 11EXL Lk,
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% B
1. RE#RSHNE
1) —iBREEB X VP (Tables 1~4, Appendices 8~11)

40 BXT* 200 mg/kg T, MHHCBERE ORI TES X UHBEBHET HRE5H
Ho#%5% 30 HED SRD BN, H565 3BELNICEE L=, &5 2 HEki 3
Hicd BSEBETAEE I W, X510, 200 mgke BTIE. —@BMEOEELN
FHHRE 14 HUEDIREHE 30 PLINICERS Wz, £, #542H (BEF1H)
DUV FERER DR AR BRI B L TR B BT 2 1 B0 RB (B1E S 547)
BALSH, Blo 1 IRoOREY (BMES 537) . HE 1 HOBICTHEEOBEERE
JE &L - CREFER X hizo 8 mg/kg BT, —REBOE(IXRD S hih - o

B, AHERT Y 4 XTI 2REE A S h 1 BB (BES 501)
CEEONEIEE 2 BB XU 8 Qb ohi. 2. 2TOWRMERSHT
EER (HE) B BEYEEE U CRMAICERI N, EEOREIXHBKERC
13 U Tz

2) {&kE (Figures 1, 2, Tables 5, 6, Appendices 12, 13)

200 mg/kg #HT. %5 8 HLARE. MHICAEMNOWEMERLRED SN, HICH
W, R 14 HB LUV 20 H L WHE 4 HOREL I RELRORE 1~15 HB X
Uk 0~20 HOKREMINZICARELNRD SNz, 8 BL U 40 mgkg FHTid. 1
L DIHREBIERERMBICNRE L ERTERREBLIERDShad o7

3) BfEE (Figures 3, 4, Tables 7, 8, Appendices 14, 15)

200 mg/kg # T\ HICBVWTIERS 1 HOBHEICERRMDPRO S, M
TiXESk 14 HOEHRICERREDFPRD SN, LUIBHE 3 H X c¢EEHEEZR L
2o 8 BXU 40mglkg T T, HEREL HICHRSHIHZE L TRABICHRREE
LN o), '

4) El# (Tables 9, 10, Appendices 16, 17)
200 mg/kg # T, BIROBERELH, B TERBIUMD 10 RIZED S5 hi=,
HE 1 BT LD 1 RICiX, o RaE R osNE. £, BRIER
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HC. #BRYEORS L OBREEORD SNt UT. IHRoBEE At
SBEDOMED 105 L 18200 mg/kg BEOHED 1 U, B H k2 8 mgkg
BEEOMED 1 LI Nz BRIEO B ALE A 200 mg/kg BHOMD 1 ILICEH SNz

5) 22 ER (Tables 11, 12, Appendices 19~22)

200 mg/kg BT, HHEICITFROENER, 35 CHCBBOENER. HEICHEE
DR BLUTHNEEONWTNOARRBESRD SN, AFHOMOBERI. ¥
NERTHELREEZRUED, ENERIIKMEEBICSH /-, 8 BLV 40 mg/kg
HTl, R ULRBECARREMEZF DS NAR P o7,

6) RIS (Tables 13~15, Appendices 16~18)
(1) HFEBRUNORE

200 mg/kg #EC. MEHE ISR O BEAE M TTELR I B K B B aRIE I INE DL T
IZHED 2 PRI BT D /N EEROME BRI R D3FR 8 B Wiz E/z. HEOFETHITIX. i
D> S MARES & BRI Y V3 - EF Y L B0 aaRELED S M.

HRYEERE & ITMEAR AL UT. NEHB KT 200 mgrkg 7 HEKE I
ONERR D H T ARG 2 M, M oD BERIEFE DR 0 & /= B MT O AR KD
ELOBEICEERD SN h ok, BIRT, BRUEOHRS LIMERICED S
T BRD Rt E R BN IS AR Z R B3, BN D B AR A E BB I I I oD RRAE M AR
EhmERIN . MEHTRD SN2 RECOMRICE. T REMRAEFEDS
hixh o=,
(2) LMEERRBRE

ROBE (TR A 2 VRERZST). MR A BOMECELERD >h
R0, MBETRD SN ELRECOMEOTER, FEBLUALBRIC B
BB RS,

2. HRERA BN
1) BEYNCRITTEZE (Table 16, Appendices 23~25)
(1) H:ELiRE

L ITRED & RECHTE COMICB W T, MBETIE. Bt 4 HoMESERL,
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SEHMEEIE 4.1 BCH oo BBRWERSH TR, WThofKkD 4 HERZT
L. THMERIZ 40 BTH ok,
(2) ZEEBIUZEE

REREFITHRIL. RERBLUZKRRIINVThORESEHL b 100%TH o7,
Fe. RERRIRETZHICH. WBEHEERYELS ST OMICERR2RX
D SN 2B, 8 BLU 200 mgkg HTEhThH 1 Lol (BMES 513
B LU 542) IZRELFMRE. BIERIEHORSEIA LN, T8, ZhZ2h kA
158 12 BLC 13 HICRBERIEE > & BBFHINE AA 7BPEH RO, Eheh
BHIRRIHRI N, T 2 LD, REFHETE CRIERRERSZRL
Tl hs, RERBRE., RdERkzZEZ LSO Ll
(3) HMAE. BREB LXUERE

BRWERESEBOERY, BREB L CERRL, HEE L R TERRIR
BohRP ok,
(4) HAEEERIB X TR

HERE, WThoHRE58L D 100%TH D, EREEICOWTH. BRYER
SR HER L OBICERZRITZD SN RD 5.
(5) B X UTHEIRAE

MNIBBCHE L HroWETEZHIEL. BB 4HE it EChRER ke
1 Bl (B%S 501) 2R\WT. WIhOBRE#RL 3 H%HB L CHERECRER
80 ) R (R I Ip

2) FrERICRIETESE
(1) EHEMEB X CHE (Table 17, Appendix 26)
200 mg/kg BT MHL HHE O HB L4 HOREBEICARBREMITD 65 h iz,
8 BAU 40 mg/kg HTIX. BREZED. —HU4/ D ORHERE. SH%E. FE
R#g. HAER BEBLUHE 4 HOEERIC, NBEHLERTEARZRTADSN
T FERO—BRBICHREEZZDOhRL o7,
(2) J2R& (Tables 18, 19, Appendices 27, 28)
MBHTENRD 18 (BBE 05%) RSN, WThoBcB\WTd
AERBIUVCHBEEZE T2 RBEMIRTDSNERD o7, ABERIZONTIX, 1
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IR OYEERFRE AR T 2 61 (1.0%). 8 mglkg #T 1 61 (0.6%) B & U 200 mg/kg
B 261(1.2%) . EBEENIRER D 40 mg/kg BT 161(0.6%). FRE BHIH* 200 mg/kg
HT 14 (05%) #5h. IhbsOWThHrOEERR2ET 2 REMIT. HEs<T 2T

(1.0%). 8mglkg BT 10t (0.6%). 40 mg/kg BT 1L (0.6%) B LV 200 mg/kg
BT3It (1.8%) THH, ThOHORRRICARZEIRADLNT, £, ARKEN
RENMERIRD SR,
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% %
1. REHEGEHEIIONT

BERBIIHIC BT, SENEEERE Bbh 2 BREHE T B IR T E
M. 40 mgkg Y EDEOIERIZZRD 5. 200mg/kg F €13 M CAREEINOMEILE
M. HCIERED XL OHEHEOAREDA R REMESB X R E OEEH AR D
bizo

FHRE T BV TIE, 200mg/kg BEC. BRIIZMERE L B IR BAL L, i
MER, NS X CHNERORENFRD SN, HEMMRENIC B En
DIHEBIUOANEY T VBN 3 BOARDOEMPHERI N,

X 512, 200mg/kg BT, M ICHTBHNEROBEDLTD 5 h., HETHIEO/NE
AUV ISR R D REZE X /=, ,

AHBRWEIE. 5 v bAOREROREICL D, HREHOETSOMER, il
PROBIRTCEIC X 2 BIMAT R RN, IS K CDIRIC N § 5 B EE O R
RT3 ehHE? IhTBh. FERICBNTH, BULEERIROHSNE,

F/z. 200 mgkg FHTRD SNMHOFETHNL, BRIICIX THREOIER.
P RE CIIMIKENZD 5 h, FERIZOEEEDETB L UZNICH S BREE
CX2bDEHREINE,

2B, 200 mgkg HOMICFED SN -BMHNEZDSEICDOWT., HNERX
T UAKMEMEMICH D, £z, 28 HERKEZRS BB CIE. 300 mg/kg/day Fi&
BNV THBRICREBREFNE IR 5N THRN 2 2 h b REDOEMAIC
5 AL EZ M5B,

/. BEROHRIZDShEb IhidHENE L XEBERRERMERBDO
FREOBEIICE 23D EZS5NTNDS 2, X512, 200 mgkg BETHSNEFID
28 HEiEMEAR cRY b hiz 2L A RS BRERBICRE T 3 -8z T.
RSB ERB T 2EMBE > TORNWI LS, BB EEMREDOBKIZN T 5 2
RiseEZ SN, BEREERRT BTV EHFENE,

2. HERBEBEMEICIONT
MERERB IO LTERRIC N T 2 EIC DN T, BB U EEIHEL bBIEL T
ARRBREMEFED 5N, MECEHEREICHHREEZNEMIRD 5hExhrolk,
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Zhid. BEOHH» &R %2 & CHEH X TR0 5 M- BEYIOKRE M
HlB & iR LR IC R D S5 W= BHEEDOETIC X 2 BEoERBREICER
T3 RN RRORERE LRI NS,

FERAOEEICOVWT., HARENICRDLNZ P T DBPIONBERZR
HleoHTHY. EHEEEETRENRDP ok,

U EDERE»S, 4= b0 P=¥PrDT v b EAWEESERBBERRICE
T BIYNORERE BT 2 JMEEBEITHEIEL 1T 8 mg/kg/day. MHERBYOD
HRERES KRB O RBE I T 2 E|EERI. Th2h 200 BXU 40 mg/kg/day
CHIW XN o

X HR

1) Richardson, M. L. and Gangolliet, S. “The Dictionary of Substances and their
Effects” , Volume 5, p. 513, the royal society of chemistry, England, 1994.

2) 4= bo-o-7oYVrDIy bEAVS 28 HEKERO®RS BN
Bk, (LFMESBUHRERS, 5, 223-236, 1997.

8) Morita,H.,et al, (1987). Spontaneous malformations in laboratory animals.
Frequency of external, internal and skeletal malformations in rats, rabbits and

mice, Cong. Anom., 27, 147-206.
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Fig. 1 Body weight changes of male rats treated with aniline, 2-methoxy—4-nitro- in the reproduction/developmental

toxicity screening test
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Fig. 2 Body weight changes in female rats treated orally with aniline, 2-methoxy—4-nitro— in the reproduction/developmental

toxicity screening test

* : Significantly different from control at 5% level of probability.
#% : Significantly different from control at 1% level of probability.
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Fig.3 Food consumption changes of male rats treated orally with aniline, 2-methoxy—4-nitro- in the

reproduction/developmental toxicity screening test

%% : Significantly different from control at 1% level of probability.
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Fig. 4 Food consumption changes in female rats treated orally with aniline, 2-methoxy—4-nitro— in the
reproduction/developmental toxicity screening test

%% : Significantly different from control at 1% level of probability.
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Table 1 Mortality rate of male rats treated orally with aniline, 2-methoxy-4-nitro- in the repfoduction/ developmental
toxicity screening test

Dose (mg/kg/day) 0 8 40 200
No. of animals examined 12 12 12 12
No. of animals that died 0 0 0 0
Mortality (%) 0 0 0 0
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Table 2 Mortality rate of female rats treated orally with aniline, 2-methoxy—4-nitro- in the reproduction/developmental
toxicity screening test

Dose (mg/kg/day) 0 8 40 200
No. of animals examined 12 12 ‘ 12 12
No. of animals that died 0 0 0 1
Mortality (%) 0 0 0 2.1
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Table 3 Clinical signs of male rats treated orally with aniline, 2-methoxy-4-nitro-

in the reproduction/developmental toxicity screening test

Dose (mg/kg/day) . - 0 8 40 200
. | Fate TK TK TK TK
Clinical signs ‘ Grade No. of animals examined 12 12 12 12
Chromaturia, yellowish - ' 12 0 0 0
o+ | 0 127 0 0
=+ _ . 0 0 12 % 0
— ' | . 0 0 0 12 *
Decrease in locomotor activity - - 12 12 2 0
+ 0 0 10 " 12 ™
Ptosis- - | 12 12 4 0
+ 0 0 8 ™ 12 ™
Salivation - 12 12 12 4
+ | 0 0 0 =

TK : Terminal kill.
- : Negative. + : Slight. ++ : Moderate. +++ : Severe.
** : Sionificantly different from control at 1% level of probability.
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Table 4 Clinical signs of female rats treated orally with aniline, 2-methoxy-4-nitro-
in the reproduction/developmental toxicity screening test

Dose (mg/kg/day) 0 8 40 200

. Fate TK PD Total) TK TK TK FD Total)

Clinical signs Grade No. of animals examinec 11 1 (12) 12 12 1 1 (12

Chromaturia, yellowish - 11 1 (12 0 0 0 0 (V)]

+ ' 0 (0) 127 o0 0 o (0)

++ 0 0 (0) 12" 0 o 0)
+++ 0 0 ()] 0 111 12"

Decrease in locomotor activit - 11 1 (12 12 11 2 0 )
+ 0 0 )] 0 1 9 1 o”

Ptosis - 1 1 (12 12 11 7 1 )
: + 0 0 0 0 1 4 0 @"

Salivation - 1 1 (12 12 12 11 -0 Qv

+ 0 o0 ()] 0 0 0 1 @

Emaciation ‘ - 11 o (11 12 12 10 1 (11

+ 0 1 1 0 0 1 o0 @

Reddish tear S 11 1 (12 12 12 10 1 @y

+ 0 0 0) 0 0 1 6

Swelling of mandible region - 11 1 (12 12 12 10 0 10

+ 0 0 (0)] 0 0 1 1 @

~ TK : Terminal kill on day 5 after parturition.  PD : Killed because all pups died after delivery.

FD : Found dead on day 1 after parturition.
- : Negative. + : Slight. ++ : Moderate. +++ : Severe.
*% : Significantly different from control at 1% level of probability.



Table 5 Body weights of male rats treated orally with aniline, 2-methoxy—4-nitro- in the reproduction/developmental
toxicity screening test

(®
Dose Days of administration Gain
(mg/kg/day) 1 8 15 22 29 36 43 47 1~47
0 384 416 443 467 492 512 530 542 158
+ 16 + 22 + 25 + 26 + 31 + 34 + 35 + 37 + 28
(12) (12) (12) (12 (12) (12) (12) (12) (12)
8 383 416 443 468 492 511 523 541 158
+ 19 + 27 + 30 + 32 + 33 + 37 + 35 + 37 + 20
(12) 12 . 12 (12) (12) (12) (12) (12) (12)
40 385 415 442 465 488 505 521 531 146
+ 24 + 34 + 45 + 49 + 55 + 62 + 70 + 73 + 50
(12) (12) (12) (12) 12) (12) 12) (12) (12)
200 382 402 430 451 474 498 514 519 137
+ 19 + 25 + 26 + 30 + 36 + 33 + 39 + 41 + 29
12) (12) (12) (12) 12) (12) (12) (12) (12)

%-€12-F0ON ApniS

Each value is expressed as mean=S.D.
(n): No. of animals.
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Table 6 Body weights of female rats treated orally with aniline, 2~methoxy—4-nitro— in the reproduction/developmental
toxicity screening test

(®

Dose Days of premating Gain Days of pregnancy Gain Days of lactation = Gain
(mg/ke/day) 1 8 15  1~15 0 7 14 20 0~20 0 4 0~4

0 241 254 265 23 271 310 348 424 153 " 325 346 18

+= 11 = 16 =+ 18 £ 12 + 14 £ 18 £ 24 £ 27 £ 15 + 28 =+ 21 % 13

(12) 12) (12) (12) (12) (12) (12) (12) (12) (12) (11) ay

8 243 252 264 21 274 309 344 421 147 319 330 11

+= 13 += 14 + 18 X£ 8 + 19 + 24 + 28 += 31 %= 16 + 29 + 40 += 30

(12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12)

40 239 251 260 21 265 300 339 412 147 315 332 17

+ 15 = 12 +*= 14 = 10 + 17 + 17 = 20 += 25 £ 13 = 20 + 22 += 14

(12 (12) (12) (12) (12) (12) (12) 12 (12) (12) (12) (12)

200 243 245 254 11 265 290 320 * 388 * 123 ** 297 300 ** 6
+ 14 + 15 = 15 = 6 *+ 23 + 23 +* 24 += 35 =+ 17 + 28 += 21 += 25

(12) (12) (12) (12) (12) (12) (12) (12) (12) (12) a1 (1D

Each value is expressed as mean=+S.D.

(n): No. of animals.

% : Significantly different from control at 5% level of probability.
sk : Significantly different from control at 1% level of probability.
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Table 7 Food consumption of male rats treated orally with aniline, 2-methoxy—4—nitro- in the

reproduction/developmental toxicity screening test

( g/rat/day)
Dose Days of administration

(mg/kg/day) 1 8 22 29 36 43 46
0 26 28 26 27 28 28 30

+= 3 += 3 += 2 += 3 += 3 + 3 += 3
12) (12) (12) (12) (12) (12) - (12)

8 26 27 27 26 30 28 28

+ 3 += 3 += 4 + 4 + 4 + 3 + 4
12 (12) (11) 12) (12) (12) (12)

40 23 26 25 26 28 28 27
+= 3 + 4 += 5 + 6 + 8 + 5 + 5
(12) (12) (12) (12) (12) (12) (12)

200 19 ** 26 26 27 28 27 28
+ 6 += 2 += 4 + 4 + 4 + 6 + 3

(12) (12) (1L (12) (12) (12) (12)

Each value is expressed as mean=*S.D.
(n) : No. of animals.
%% : Significantly different from control at 1% level of probability.
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Table 8

Food consumption of female rats treated orally with aniline, 2~methoxy—4-nitro— in the
reproduction/developmental toxicity screening test

(g/rat/day )
Dose Days of premating Days of pregnancy Days of lactation
(mg/kg/day) 1 8 0 7 14 20 0 3
0 17 19 13 23 23 22 26 47
+ 4 + 4 + 2 + 4 + 4 + 4 += 9 + 8
(12) (12) (12) (12) (12) (12) (12) 11)
8 18 20 14 22 23 22 19 43
+= 3 += 2 = 2 += 3 + 2 *+= 6 = 11 * 15
(12 (12) (12) (12) 12 (12) (12 12
40 18 17 14 22 22 23 22 45
+= 3 + 4 + 3 += 3 += 3 + 4 + 6 + 4
(12) (12) (12) (12) 12 (12) (12) (12)
200 15 18 13 21 20 ** 19 16 39
+ 3 + 2 + 3 + 4 + 3 + 4 + 7 + 9
12 (12) (12) (12) 12 (12) (1 an

Each value is expressed as mean®S.D.
(n) : No. of animals.
%% : Significantly different from control at 1% level of probability.
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Table 9 Incidence of necropsy findings of male rats treated with aniline, 2-methoxy—4—nitro—
in the reproduction/developmental toxicity screening test

Dose(mg/kg/day) 0 8 40 200

Fate TK TK TK TK

Organs : Findings No. of animals examined 12 12 12 12
Liver : Yellowish - 11 12 12 11
+ 1 0 0 1

Spleen : Blackish - 12 12 12 5 .

+ 0 0 0 7

Thickening, capsule - 12 12 12 11
+ 0 0 0 1

- : Negative. + : Slight.
TK : Terminal killing.
%% : Significantly different from control at 1% level of probability.
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Table 10 Incidence of necropsy findings of female rats treated with aniline, 2-methoxy—4-nitro—
in the reproduction/developmental toxicity screening test

Dose(mg/kg/day) 0 8 40 200
Fate TK PD (Total) TK TK TK FD (Total)
Organs : Findings No. of animals examined 11 1 12) 12 12 11 1 (12)
Lung : Dark red 11 1 (12) 12 12 11 0 (11)
0 0 (0) 0 0 0 1 €y
Spleen : Blackish 11 1 (12) 12 12 1 1 (2)
0 0 (0) 0 0 10 0 (10$)
Kidney : Cysts, left . 11 1 (12) 11 12 11 1 (12)
0 0 0) 1 0 0 0 (0)

- : Negative. + : Slight.
TK : Terminal killing on day 5 after parturition.
*% : Significantly different from control at 1% level of probability.
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Table 11 Absolute and relative organ weights of male rats treated orally with aniline, 2-methoxy—4-nitro—
in the reproduction/developmental toxicity screening test

Dose No.of B.W. Liver Kidney Spleen Testis  Epididymis

(mg/kg/day) Animals ) (® (@ C) (@ (@

0 12 541 19.24 3.13 0.75 3.48 1.54

Absolute 39 1.70 0.26 0.06 0.31 0.14
8 12 541 19.25 3.09 0.82 3.68 1.44

37 1.74 0.31 0.13 0.36 0.09

40 12 535 19.56 2.99 0.81 3.52 1.54

74 5.48 0.44 0.15 0.31 0.12

200 12 528 21.17 3.11 0.85 3.56 1.46

42 2.68 0.41 0.11 0.36 0.21

0 12 541 3.56 0.58 0.14 0.65 0.29

Relative @ 39 0.15 0.05 0.01 0.07 0.04
8 12 541 3.56 0.57 0.15 0.68 0.27

37 0.15 0.06 0.02 0.08 0.03

40 12 535 3.61 0.56 0.15 0.66 0.29

74 0.45 0.04 0.01 0.08 0.03

200 12 528 4.01 ** 0.59 0.16 ** 0.67 0.28

42 0.28 0.06 0.02 0.04 0.03

Each value is expressed as mean = S.D.
@ : Relative organ weight per 100g body weight.
#% : Significantly different from control at 1% level of probability.
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Table 12 Absolute and relative organ weights of female rats treated orally with aniline, 2-methoxy—4-nitro—
in the reproduction/developmental toxicity screening test

Dose No.of B.W. Liver Kidney Spleen
(mg/kg/day) Animals (@ (& (® (®
0 12 340 15.54 1.94 0.67
Absolute 40 3.08 0.18 0.15
8 12 333 15.19 1.92 0.65
42 3.01 0.25 0.13
40 12 337 16.08 1.88 0.71
24 1.69 0.19 0.08
200 11 307 15.87 1.86 0.88 =*
23 1.90 0.14 0.21
A 0 12 340 4.53 0.58 0.20
Relative @ 40 0.55 0.13 0.04
8 12 333 4.53 0.59 0.19
42 0.51 0.11 0.03
40 12 337 4.77 0.56 0.21
24 0.30 0.03 0.02
200 11 307 5.15 ** 0.61 * 0.29 #x%
23 0.37 0.03 0.06

Each value is expressed as mean = S.D.

@ : Relative organ weight per 100g body weight.

% : Significantly different from control at 5% level of probability.
#% : Significantly different from control at 1% level of probability.
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Table 13 Incidence histopathological findings of male rats treated with aniline, 2~methoxy—4-nitro—
in the reproduction/developmental toxicity screening test
Dose(mg/kg/day) 0 8 40 200
Fate TK TK TK TK
Organs : Findings No. of animals 12 5 5 12
Liver : Degeneration, fatty, hepatocyte, periportal - 9 4 4 10
+ 3 1 1 2
Hypertrophy, hepatocyte, centrilobular - 12 5 5 10
+ 0 0 0 2
Spleen : Hematopoiesis, extramedullary - 0 0 -0 0
+ 12 5 5 7
+ 0 0 0 5%
Deposit, pigment, brown - 0 0 0 0
+ 12 5 5 5
++ 0 0 0 7 **
Fibrous thickening, capsule - 12 5 5 11
+ 0 0 0 1
Testis and epididymis : Abnormality - 12 # # 12
+ 0 # s 0

- : Negative. + : Slight. ++: Moderate. #: Not examined. TK : Terminal killing.

* : Significantly different from control at 5% level of probability.
*% : Significantly different from control at 1% level of probability.
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Table 14 Incidence histopathological findings of female rats treated with aniline, 2~methoxy—4-nitro-
in the reproduction/developmental toxicity screening test

Dose(mg/kg/day) 0 8 40 200
Fate TK PD Total TK TK TK FD Total
Organs : Findings No. of animals 11 1 12 5 5 11 1 12
Lung : Congestive edema - # # # # # # 0 0
£ # # # # ¥ 01 1
Liver . Degeneration, fatty, hepatocyte, periportal - 4 0 4 # g 3 1 4
+ 7 1 8 # # 8 .0 8
Necroosis, focal - 11 0 11 e # 10 1 11
+/++ 0 1 1 # # 1 0 1
Kidney : Cyst, solitary, unilateral - 8 # # 0/12 # # # #
++ # # # 1/1 # *t # #
Spleen : Hematopoiesis, extramedullary - 0 0 0 0 0 0 0 0
+ 2 1 3 2 1 0 1 1
o 5 o ]2 2J® 6 o 5 5] O
+++ 0 0 0 0 0 3 0 3
Deposit, pigment, brown - 0 0 0 0 0 0 0 0
+ 9 0 9 4 3 2 0 2
++ 2 1 3 1 2 9 1 10™
Lymph nodes, mesenteric and submandibular - # # # # # # 0 0
. Deposit, pigment, brown # # # # # # 1 1
Ovary . Abnormality - i1 1 12 # # 11 1 12
+ 0 0 0 # # 0 0 0
Uterus, pituitary and mammary gland - # 1 1 # # # # #
. Abnormality + t 0 0 # # * # #

- : Negative. +: Slight. ++ : Moderate. +++ : Severe. #: Not examined.

TK : Terminal killing on day 5 after parturition.

PD: Killed because all pups died after delivery. FD : Found dead on day 1 after parturition.

No abnormalities were detected in the brain, thyroid, parathyroid, trachea, heart, adrenal and uterus from a animal

that died of 200mg/kg group.

*% : Significantly different from control at 1% level of probability.

a : Examined the organ with macroscopical abnormality
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The number of cells in seminiferous epithelia assessed by the induvidual examination in male rats treated orally with

Table 15
aniline, 2-methoxy—4—nitro— in the reproduction/ dev_elopmental toxicity screening test
Dose No. of Stage II-TI Stage V Stage VI Stage X IT
(mg/kg/day) animals G P T G P T G R/P . T G Z/P
0 12 Mean 0.54 2.19 6.67 0.68 2.29 6.97 0.08 3.55 6.75 0.09 5.04
S.D. 0.11 0.30 0.94 0.07 0.24 0.57 0.01 0.46 0.84 0.02 0.44
200 12 Mean 0.55 2.28 6.72 0.68 2.24 6.80 0.08 3.73 6.78 0.09 4.97
S.D.  0.07 0.24 0.63 0.07 0.18 0.62 0.01 0.47 0.72 0.02 0.60
G : spermatogonia.
P : pachytene spermatocyte.
R : preleptotene spermacyte.
7 : zygotene spermacyte.
T : round spermatid.
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Table 16 Reproduction results of rats treated orally with aniline, 2-methoxy—4-nitro- in the reproduction/developmental
toxicity screening test

Dose (mg/kg/day) 0 8 40 200

Estrous cycle (days, Mean = S.D.) 41 + 0.2 4.0 = 0.0 4.0 = 0.0 4.0 = 0.0
No. of pairs mated 12 12 12 12

No. of pairs with successful copulation 12 12 12 12
Copulation index (%) 100 100 100 100
Pairing days until copulation (days, Mean = S.D.) 2.6 =+ 1.2 3.5 =+ 3.2 24 *+ 1.1 3.4 =+ 3.6
No. of pregnant females 12 12 12 12
Fertility index (%) 100 100 100 100
No. of corpora lutea (Mean £ S.D.) 16.8 = 1.4 16.1 = 1.2 16.8 + 1.7 16.3 £ 2.1
No. of implantation sites (Mean = S.D.) 15.7 = 2.0 15.4 = 1.3 155 + 14 15.8 = 1.8
Implantation index (%, Mean * S.D.) 929 £ 7.1 96.0 = 5.7 92.8 #+ 6.2 97.3 = 6.3
No. of pregnant females with parturition 12 12 12 12
Gestation length (days, Mean *+ S.D.) 22.3 = 0.5 22,5 = 0.5 22.2 + 0.4 22 £ 0
No. of pregnant females with live pups 12 12 12 12
Gestation index (%) 100 100 100 100
No. of pregnant females with live pups on day 4 11 12 12 11

Copulation index = (No. of pairs with successful copulation/No. of pairs mated) X 100.
Fertility index = (No. of pregnant females/No. of pairs with successful copulation) X 100.
Gestation index = (No. of females with live pups/No. of pregnant females) X 100.
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Table 17 Litter results of rats treated orally with aniline, 2-methoxy—4-nitro— in the reproduction/developmental
toxicity screening test
Dose(mg/kg/day) 0 8 40 200
No. of pups born 14.3 £ 2.5 14.8 £ 1.5 144 £ 1.6 15.1 = 1.7
Delivery index (%) 91.2 £ 7.5 96.2 = 4.3 92.9 = 4.6 95.5 = 7.6
No. of pups alive
on day 0 of lactation
Total ' 14.2 £ 2.6 143 £ 14 144 £ 1.6 149 £ 2.0
Male 7.5 £ 2.7 7.2 = 14 6.9 £ 2.3 6.7 = 2.2
Female 6.7 £ 2.8 7.2 + 14 7.5 £ 1.7 83 % 26
Live birth index (%) 98.8 =+ 2.9 96.8 = 4.2 00 08.7 + 4.4
Sex ratio(Male/Female) 1.10 1.02 0.92 0.79
No. of pups alive
on day 4 of lactation
Total 12.5 = 4.5 143 £ 14 143 £ 1.5 14.3 £ 2.1
Male 6.9 £ 3.5 7.2 £ 14 6.8 £ 2.2 6.5 £ 24
Female 5.6 = 2.7 7.2 = 14 74 + 1.7 7.7 £ 2.2
Viability index (%) 90.9 = 28.7 00 98.9 £ 2.5 96.6 =+ 8.6
Body weight of live pups (g)
on day 0
Male 6.8 = 0.8 7.1 £ 0.8 6.7 £ 0.4 6.2 + 0.6°*
Female 6.5 £ 0.8 6.6 £ 0.8 6.4 = 0.3 58 £ 0.5*
on day 4
Male 115 = 1.7 109 £ 1.7 11.0 £ 0.9 9.3 + 1.3*™
Female 11.2 &£ 1.6 10.3 = 1.7 10.7 £ 0.5 88 + 1.1™

Delivery index = (No. of pups born/No. of implantation sites) X 100.
Live birth index = (No. of live pups on day 0/No. of pups born) X 100.

Viahility index = (No. of live pups on day 4/No. of live pups on day 0) X 100.

Sex ratio = Total number of male pups/Total number of female pups.

Each value is expressed as Mean®S.D.,except sex ratio.

* : Significantly different from control at 5% level of probability.
%% : Significantly different from control at 1% level of probability.
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Table 18  External findings of pups from pregnant rats treated orally with aniline, 2—methoxy-4—mtro— in the
reproduction/developmental toxicity screening test

Dose(mg/kg/day) 0 8 40 200
No. of pups examined 172 177 173 180
No. of pups with 1 0 0 . 0
external malformations’ 0.5+1.7) ) ) )
External malformations”
Dwarf 1 0 0 0
(0.5+1.7) 0) (0) )

# : No. of pups (Mean=S.D. of individual litter percentages).
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Table 19  Visceral findings of pups from pregnant rats treated orally with aniline, —methoxy—4—mtro— in the
reproductlon/ developmental toxicity screening test

Dose(mg/kg/day) 0 8 40 200
No. of pups examined 172 177 173 178
No. of pups with 0 0 0 0
visceral malformations (0) () ) 0
No. of pups with 2 1 1 3
visceral variations” (1.0£3.4) (0.6%x1.9 (0.6%2.0) (1.8+3.2)
Visceral variations”
Thymic remnant 2 1 0 2
in neck (1.0+3.4) 0.6+1.9) (0) (1.2+2.9)
Persistent left 0 0 1 0
umbilical artery (0) ) 0.6%£2.0) (0)
Bending ureter 0 0 0 1
(0) (0) (0) (0.5£1.8)

# : No. of pups (Mean=S.D. of individual litter percentages).
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